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PREFACE. 


It is now nearly twenty years sine j the last edition of this volume was 
issued. During this period, the chemistry of the organic bases and 
alkaloids has been greatly extended so that very far-reaching alterations 
have been necessary in the course of revision of this volume. As far as 
possible, however, the original arrangement of subject-matter has been 
retained, although considerable changes of order have in some instances 
been made, as, for example, in dealing with the cinchona alkaloids. 
It has, too, been found advisable to split up the section on Caffeine and 
Its Allies in the last edition into twt> separate portions, so as to deal 
with tea atid coffee in one section and cocoa and chocolate in another. 

As in the last edition, it has not been found possible to include all the 
principal vegetable alkaloids in one volume; those dealt with in Vol. 
Ill, part iii, of the last edition will be found in Vol. VII of the new 
edition, • • 
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AMINES AND AMMONIUM BASES. 


By W. a. DAVIS. 

The amines are substituted ammonias of the type 

NH^R NHR^R, NR^R.R, 

Primary. Secondary. Tertiary. 

derived from ammonia by tlie replacement of its hydrogen atoms by 
alkyl groups, R. When more than i- hydrogen atom is replaced, 
the alkyl groups introduced may be ^entical, as piethyl for example, in 
trimethyl^nnne, NMcg, or different, as in methyl-ethyl-propyl amine, 
NMeEtPr. In the latter case the amines are known as mixed amines. 

From the commercial point of view the most important amines are 
those of the aromatic series, such as aniline, naphthylamine, etc. It 
is usual, l^owever, to distinguish these from the aliphatic amines, from 
which they differ in certain important respects, by giving them the 
name of aromatic amino-compounds^ the true aromatic amines being 
substances, such as benzylamine, NH2.CH2.CQH5, which bear a 
much closer rclationsliip to the aliphatic amines than the coal-tar 
bases, of which aniline is the most important representative. 

Diamines are derived from hydrocarbons by replacing 2 hydrogen 
aton* by 2 amino-groups, c. g., ethylene-diaffiine, NH2.CH2.CH2.NH2; 
phenylenf^-diatnine, NH2.CQH4.NH2; tetramethylene-diapnne {putres- 
cine), NH2.CH2.CH2.CH2.CH2.NH2. 

Triamines or tr^amin-compoundsj tetr amines or tetr amino-compounds 
are also known but^are relatively unimportant. 

Ring nitrogen copipounds such as pyridine and quinoline have the 

Quinoline. 


.. N N 

properties of tertiary bases. _ The reduced pyridine, hexahydropyridine 



Pyridine. 
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Cll, 

or piperidine, 

U,C\ /Cll, 

IIN 

is a secondary base; coniine and sarcosine (methylglycine) are also 
secondary bases. 

Wlicn one hydrogen atom of ammonia is replaced by an acid radical 
such as acetyl or benzoyl, an amide is obtained, e. g., acetamide, 
CHj.CO.NHj. Mixed compounds such as methyl acetamide, 
NIIMe.CO.CH3, and acetanilide, NHPh.CO.C'Ha, are formed by 
the replacement of one hydrogen atom of ammonia by a hydrocarbon 
radical and one by an acid radical. Urea or carbamide is the diamide 
of carbonic acid, and has the constitution NlIj.CO.NHj, Guanidine 
(Vol. 7) is the corresponding imine, NH:C(NIl2)2. 

Of these various compounds the monamines may with advantage 
be considered at the present stage, but the majority of the amines will 
be dealt with in other sections. 

• • 

MONAMINES. 

d'he.se buses are derived from i molecule of ammonia by the sub- 
stitution of I or more of the hydrogen atoms by an equivalent number 
of alkyl radicals. The first substam^ obtained of this class was ethyl- 
amine, C'^lC.-NlIj, prepared l)y Wurtz in 1848 by distilling ethyl 
cyanurate with potassium hydroxide. Methylamine, ('Hg.NII.^, was 
obtained by the same chemist in the following year, by the distillation 
of methyl isocyanate witli alkali hydroxide: 2KOIl-f CH3.N.CO== 
K2CO3 t CH3.NII2. 

Hofmann obtained the monamines by the action of an alkyl iodide 
on an alcohobc solution of ammonia. The action is not a simple one, 
all three monainines being formed together with a tetra-alkyl-ammo- 
nium base. 'Phus, when ethyl iodide is heated with alcoholic ammonia 
to 100° in a sealed tube, there are obtained: 

Hydriodidc of armnonia, , HjNjHI. 

Hydriodide of ethylamine, (CjHgjHjN,!!!. 

Hydriodide of diethjlamine, (CjHgjjNHjHI. 

Hydriodide of triethylamine, ’ (CjHg’lgNjHI. 

Tetra-ethyl-ammonium iodide, (CjHjjjNjCjHjI. 

Similar products result when bromide or chloridfe of ethyl is substi- 
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tuted for the iodide, except as to the relative proportions of the amines 
obtained. Thus chloride of ethyl produces almost exclusively EtNH2,“ 
HCl, with small quantities of Et2NH,HCl and NEtgjEtCl; ethyl 
bromide gives chiefly EtNHjjHBr with very appreciable quantities 
of NHEtjHBr and NEtgjHBr, but very little NEt^Br; while ethyl 
iodide produces NPIgEt,!!!, NHEtjjHI, and NEtg,!!! in about equal 
proportions, as well as very appreciable quantities of Et^NI (Groves, 
/. Chem.Soc., 13, 331). 

A similar series of products is obtained by heating iodide, bromide, 
or nitrate of methyl with a solution of ammonia in methyl alcohol. 
When the methyl nitrate and ammonia solution arc used in ecjuivalent 
proportions for the action— MeN03TH3N=NH2Mc,HN03, methyl- 
amine is the chief product, though more or less of each of the more 
highly substituted products is also formed. With excess of methyl 
nitrate, tetramcthyl-ammonium nitrate. Mc^N.NOg, is produced in 
large excess, and the same quartary compound is formed if methyl 
bromide or iodide be substituted for the nitrata 

The complex nature of the products obtained by treating alkyl 
iodides, etc., with alcoholic ammonia is due to tlie tendency of the 
amines first produced to act on the remaining portions of the alkyl 
iodide or other salt to form ammonium iodide and more higlily sub- 
stituted amines. The hydriochMes of the amines similarly react with 
alkyl iodides in presence of amrflonia to form ammonium iodide and 
more highly substituted amines. 

From these reactions it follows that the hydriodidc of dicthylamine, 
for instance, may be obtained by heating ethyl bromide or iodide with 
a calculated amount of ethylamine in a sealed tube. A great variety 
of mixed amines may be obtained by precisely similar means. 

Separation of Amines from Tetralkylammonium Salts. 

In tjie preparation of an amine a jnixture of the salts of primary, 
secondary and ternary bases is obtained together with the quartary 
or quaternary ammonium salt. The product of the action is filtered 
from ammonium i#dide, which is nearly insoluble in the^ alcoholic 
liquid, and is evaporated to dryness to get rid of excess of alcohol, 
free ammonia, and unchanged alkyl iodide. The residue is then dis- 
tilled with potassium hydroxide, when the hydriodides of the amines 
are decomposed, ,the bases volatilising, while the tetra-alkyl ammonium 
iodide remains in* the retort unchanged by, and insoluble in, the 
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Strong potassium hydroxide solution. The mixture of amines is con- 
ducted over calcium hydroxide, and then condensed by passage 
through a well -cooled tube. 

Detection and Separation of Primary, Secondary and Tertiary 
Amines. 

I. Hinsberg’s Method. — Probably the most useful method of 
separating or distinguishing the three classes of amines is that of 
Hinsberg (Ber., 1890, 23, 2963, and Annalm., 1891, 265, 178). It de- 
pends on the fact that whereas tertiary amines are not affected by 
aromatic sulphochlorides, such as benzenesulphochloridc, primary and 
secondary amines yield sulphonamides, e. g., C^H^.SOj.NHR and 
C^jHg.vSOj.NRjRj, when shaken with the sulphochloride in presence 
of alkali. The sulphonamides of the first type, moreover, differ from 
those of the type C^Hj.SOj.NRjRj, in forming alkali salts which are 
soluble in water. After the action of the sulphochloride is completed 
the excess of alkali i? nearly neutralised and the product subjected to 
steam distillation which generally serves to remove the ^rtiary base. 
The sulphonamide of the primary base can then be separated from 
that of the secondary base by taking advantage of its solubility in 
aqueous alkali, the sulphonamide of the secondary amine remaining 
undissolved. The amines are regenerated from their sulphonamides, 
after separation, by heating the latRr with hydrochloric or sulphuric 
acid in a scaled tube at 130-150^ (Hinsberg); or by warming with 
chlorosulphonic acid, SOgHCl, in an open vessel at 130-150^^, followed 
by boiling with dilute alkali (Marckwald and von Drostc-Huelshoff, 
Ber., 1898, 31, 3261). In some cases the action is not strictly normal, 
alkali-insoluble dibcnzene-sulphonyl compounds, RN(S02.CflH5)2, 
being formed Irom the primary amine along with the normal ^flkali- 
soluble monobenzencsulphonyl derivative, thus causing c/)nfusion. 
In the case of primary amines \^ith more than 6 carbon atoms, as well 
as with certain amino-compounds of the terpenet series, the sodium 
compounds of the true monobenzcnesulphon amides are easily hydro- 
lysed by water and insoluble in an excess of alkalc, and a false conclu- 
sion as to the presence of secondary bases may thus be arrived at. 
According to Hinsberg and Kessler ( 5 er., 1905, 38, 906), however, these 
difficulties may be overcome by the following procedure: i. The 
abnormal dibenzene-sulphonyl compounds can be hydrolysed to the 
normal alkali-soluble forms by warming with sodium ethoxide dissolved 
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m alcohol. 2. Th^ abnormal insoiubJe monobenzencsulphonamides 
can be converted by sodium in ethereal solution into sodium salts wliich 
are insoluble in ether, while the sulphonamide-derivatives of secondary 
bases are without exception soluble in ether and unaffected by sodium. 

2. Acetylation. — Primary and secondary amines are readily 
attacked, generally at the ordinary temperature, more rapidly on 
warming, by acetyl chloride or acetic anhydride (a sufficiency to wet 
the compound thorouglily, generally i 1/2 to 5 times the theoretical 
quantity required for acetylation). Primary bases form acetyl deriva- 
tives of the type RNHAc, and secondary bases compounds of the type 
RjRj.NAc. Tertiary bases do not form acetyl derivatives, but, when 
treated with acetyl chloride or acetic anhydride and subsequently with 
water, dissolve in the form of chloride or acetate respectively. ITus, 
on acetylating a mixture of a primary, secondary and tertiary amine, 
as the acetyl derivatives formed from the first two are as a rule sparingly 
soluble in water, on diluting the reaction product with a large volume 
of water, jthe tertiary base dissolves and leaves the acetyl derivatives 
undissolved; on adding alkali hydroxide to the solution of the soluble 
salt of the tertiary amine, the free base is separated and can be suitably 
dealt with. The mixture of acetyl compounds is hydrolysed by heating 
with concentrated h^'drochloric acid and the secondary base separated 
from the primary amine in the form of nitrosamine (see page 8) 
The primary base is converted by this treatment into the correspond- 
ing alcohol. 

According to Menschutkin (Chem.Soc. Abstr.y 1900, i, 335) the differ- 
ent rate of acetylation of primary and secondary amines can be used 
as a means of distinguishing these bases. The amine is sealed in a 
glasf tube with i equivalent of acetic acid and heated in a bath of nitro- 
benzene, during 30 minutes, after which it is quickly cqoled, the tube 
broken and the contents nuxed with a few c.c. of 96% alcohol and 
titrated with alcoholic potassium hydroxide using phenolphthalein as 
indicator. Primary amines are as a rule acetylated under these con- 
ditions to the exteqj: of 87.5 to 97.5%, and stcondaiy amines tb the 
extent of only 40 to 50%. As the rule given is empirical ills liable to 
variation with alterations of structure, etc., and the method should be 
used therefore only \Wth caution. 

3. Hofmann’s Method. — a. If an amine be heated to 100°, under 
pressure, with afu excess of alkyl iodide, a quaternary iodide will at 
length be formed^ ancj the problem whether the original base was a 
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primary, secondary, or tertiary amine will be solved by comparing the 
composition of the ultimate product with that of the original base or its 
hydriodide. Thus, if methyl iodide has been the alkylating agent 
employed, the iodide ultimately obtained will differ from the hydriodide 
of the original base by 3CH2 if the amine was primary; by 2CHj if 
secondary, and by CHj if tertiary. 

b. The following is an outline of the method devised by Hofmann for 
the separation of mixed ethylamines. 

The bases are treated in a flask with one and a half times their 
weight of ethyl oxalate (previously dried over calcium chloride), which 
is added gradually through a tap funnel. This has no action on 
triethylamine or other tertiary bases, but converts diethylamine into 
liquid ethyl diethyloxamate, and ethylamine into solid diethyloxamide,^ 
according to the following equations: 

COjEt CO.NHEt 

I* I -+2EtNHj=:l +2EtOH 

COj.Et CO.NHEt 

Ethyl oxalate. Ethylamine. Diethyloxamide. Alcohol. 

CO.OEt CO.OEt 

a- I +Et,NH=| +EtOH 

CO.OEt CO.NEt, 

Elhyl Diethyl- Ethyl Alcofiol. 

oxulate amine. Jicthyl- 

oxamate. 

The liquid gets very hot, but for the completion of the action the 
mixture should be heated to 100° for several days in a closed vessel. 
The triethylamine, which has taken no part in the change, is then 
distilled off on the water-bath. The residue is well cooled, and the 
solid oxamide separated from the liquid oxamate by pressure. On 
subsequent distillation with potassium hydroxide these compounds 
yield the prirhary and secondary amines respectively: 


I. C303(NH.Et)2+2H.(0K)‘^C202(0K)2+2H(NH.h:t) 

CO.OEt CO.OK 

a ■ I +2H0K« I d-NHEtj+pOEt. 

CO.NEt, CO.OK 


The foregoing process, with certain modifications in detail, is of 

in separated from the ethyl diethyloxamate by cold water 

U dissolves easily, the latter very sparingly. If hot water be rased, the 

perfect and the residual oxamate quite pure; but some of it suffers 
hydrolysis and goes into solution as diethyloxamic acid. . 

•Some ethyl monoethyloxamate. is always formed from the primitfy 

amines in this reaction. ^ 
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general application for the separation of primary, secondary, and 
tertiary amines; the first class forming oxamides, the second oxamic 
esters, and the third being unacted on. 

An important modification in the foregoing method has been made 
by Duvillier and Buisine {Ann. Chini. Phys. [I'J, 23, 289), who operated 
on an aqueous solution of the bases. Under these conditions, the 
primary amines are converted by ethyl oxalate into insoluble or spar- 
ingly soluble oxamides, while the secondary and tertiary bases are 
unchanged, or at any rate remain wholly in solution. After separating 
the oxamides by filtration, the mother-liquor ‘ [is boiled for some time, 
which causes the hydrolysis of the ethyl diethyloxamate with formation 
CO.OH 

of diethyloxamic acid, | and the further change of this into 

CO.NEtj, 

the acid oxalate of diethylamine, (C2H5)2HN.H2C204. This salt 
separates on cooling, and yields the free base on distillation with 
alkali. TJie filtrate] is distilled with potassium hydroxide, the bases 
dried by potassium hydroxide, and dissolved in absolute alcohol. 
On adding ethyl oxalate to this solution the secondary amines are 
converted into oxamic esters, while any remaining primary amines 
are conv^ted into ^the corresponding oxamides. After allowing the 
mixture to stand for 24 hoyrs to complete the action, the 
alcohol and unchanged tertiary bases are distilled off on the water- 
bath. The oxamates remaining in the retort may be converted into 
calcium salts by treatment with milk of lime, or the secondary bases 
at once liberated and recovered by distillation with potassium hy- 
droxide.* Duvillier and Buisine have applied this method to the 
analysis of the complex mixture of amines present in commercial 
trimethyjamine from vinasses (page 15). A. Muller (Bull. Soc.Chim.y 
1884, 42, 202) has described a method for the separation of amines 
based on much th^ same principle. * 

4. Del^pine’s Method (Compt. Rend.y 1896, 122, 1064, 1272; Ann. 
Chim. Phys.y 1896 8, 1439). — Formaldehyde condenses in alka- 

* The treatment described in the brackets is optional, and chiefly of advantage in th« 
separation of ethylamines. 

* The conversion into calpium salts is especially suitable for the treatment of the ethyl- 
amines. The precipitated calcium diethyloxamate and monoethyloxamate are filtered off, 
and the filtrate treated with alcohol, which precipitates the remainder of the calcium salts. 
The precipitates are treated with boiling water, when the monoethyloxamate dissolves, and 
IS deposit^ again on bpohng in large crystals, which on distillation with potassium hydroxide 
yipld •thylamtnt. On vconcentrating and cooling the mother-liquors, calcium diethylox- 
amate separates. It is recrystalJised from alcohol, washed with ether to remove any adher- 
ing oxamide, and disti^ed wi^h potassium hydroxide, when it yields pure dteUtylamtns. 



8 


AMINES AND AMMONIUM BASES. 


line solution with primary amines giving polymeric methylene deriva- 
tives of the type (CH2:NR)3j or OH.CHj.NRjRj. No action occurs 
with tei tiary amines. The methylene compounds can be separated by 
fractional distillation and then decomposed into their components by 
alcoholic hydrogen chloride. The process has been suggested as a 
means of separating the methylamines. 

The primary, secondary, and tertiary monamines may also be 
distinguished by the following. 

5. If a primary monamine be boiled with alcoholic potassium 
hydroxide and chloroform, the characteristic and highly disagreeable 
odour of the corresponding carbamine or isonitrile is evolved, according 
to the equation: MeNH^d- CHCI3+ 3KHO = MeNC+ 3H2O+ 3KCI. 

6. If a primary monamine be dissolved in a mixture of equal vol- 
umes of alcohol and carbon disulphide, and the liquid then boiled 
down to one-half, a thiocarbamate will be formed thus: 2MeNIi3+ 
CS McNH.CS.S.IINH^Me. 

If the resultant liquid be boiled with a solution of mercurk or ferric 
chloride, a pungent odour of mustard oH will be produced owing to 
the formation of an alkyl iso-thiocyanate:^ 

MeNH.CS.S.NMeH,-f HgCl2= HgS-b MeNCS-l- NMeH3Cl -f HCl. 

Secondary amines coml)ine with carbon disulphide undei the same 
conditions but give alkylthiocarbamie acids which are not convertible 
into a “mustard-oil.’’ 

CS 2 -I- 2NHEt2- NEt2.CS.SH,NHEt2. 

7. Nitrous acid converts primary fatty monamines into the corre- 
sponding alcohols: MeH2N-fNO.OH=Me.OH-l- OHj+Nj. 

Aromatic amino-compounds (e. g., aniline) are converted by nij;rous 
acid into diazo-compounds: PhNHj+NO.OH+HCl =rh.N:N.Cl4- 
2H3O, which* on boiling with water yield phenols. 

Secondary amines, whether fatty or aromatic, are converted by nitrous 
acid into nitrosamines, thus: Me2NH-|-N0.0H=^Me2N.N0-|-H20. 
The nitrosamines are yellow liquids, of neutral character and aromatic 
odour, volatile without decomposition in a curren*t: of steam. Weak 
reducing agents (zinc dust and acetic acid) convert tiiem into hydra- 
zines; but by more powerful hydrogenising agents, or by warming 
with alcohol and hydrochloric acid, they are reconverted into the 
original secondary amines. 

1 In the ^se of aromatic primary amines, the product is usually a thio-urea, which 
requires to be treated with phosphorus pentoxide to obtain th| iso-t^ocyanate. 
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These nitrosamines give an intensely blue or bluish-violet colouration 
when they are warmed with phenol and concentrated sulphuric acid 
and the mixture diluted with water (Liebennann^s nitroso-reaction). 

Nitrous acid has no action on tertiary fatly amines. It converts most 
tertiary aromatic amines into nitroso-derivatives which contain the 
nitroso-group in the benzene nucleus. 

In practice, tlie action of nitrous acid on tlie amines is best effected 
by distilling their hydrochlorides with a strong solution of potassium 
or sodium nitrite after adding the necessary quantity of hydrochloric 
acid. If a mixture of the 3 methylamines be thus treated, the 
methylamine is destroyed (with formation of methyl alcohol, which 
will be found in the distillate), dimethylamine is converted into di- 
methyl-nitrosamine, which distils,^ while the hydrochloride of trimethyl- 
amine remains in the retort and on distilling it with alkali hydroxide 
the free base can be obtained. 

This method, however, loses some of its quantitative value owing to 
the fact that a portion of the tertiary amine may undergo conversion 
into the secondary amine by an alkyl i?roup being split off in the form 
of aldehyde (Bannovv, M eyer- Jacobson’s 1906, 345); the 

amount of nitrosamine is thus increased. 

8. Both primary and secondary monamines react with aldehydes to 
form neutral compounds. Thc^ fiction between oenanthal and mono- 
and di-methylamine respectively is as follows: 

Hj.N.CHa-f CeHi3.CHO-Il20+C„Hj3.CH.NCH3; and 
2HN(CH3)2-f CJ-I,3.CHO = H20 + CeHi3.Cn[N(CH3)2]3. 

This reaction has been utilised by Schiff {Annalen, 1871, 159, 158) for 
the yolumetric assay of amines. The base is dissolved in benzene, 
fused calcium chloride added, and then a standard solution of oenan- 
thal in benzene dropped in from a burette so long as watbr continues to 
separate. Each addition of the oenanthal solution produces a turbidity 
from separation of water, but this is absorbed by the calcium chloride 
on gentle agitation. As a primary amine reajcts vdth twice as much 
oenanthal as the corresponding secondary amine, the proportions of the 
two in a mixture can be estimated from the result of the titration, pro- 
vided the mean combining weight of the mixture be known, or ascer- 
tained in a separate experiment by titration with standard acid. 

^ On separating th'^ nitrosamine, which forms a yellow oil, from the aqueous distillate, 
treating it with aqueotfs hydrochloric acid, and then passing hydrochloric acid gas till the 
liquid S homogeneous, the hydrochloride of the secondary amine is formed, and may be 
obtained by evaporat^n of /he solution. 
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9. The acid fcrrocyanides of the tertiary amines are remarkably 
insoluble in water. They are precipitated on adding potassium ferro- 
cyanide to the solutions of the amines acidified with hydrochloric 
acid. The bases can be recovered from their fcrrocyanides by treating 
the precipitate with solution of cupric sulphate, filtering, and removing 
the sulphuric acid and excess of copper from the filtrate by barium 
hydroxide. (Fischer, ylnna/ew, 1878, 190, 185; Chrdtien, Cow/>/. Rend.y 
1902, 135, 901.) 

Generic Characters of Monamines. 

The monamines, as a class, are readily volatile liquids, of lower 
sp. gr. than water. Their b. p. rise with the number of carbon 
atoms in the molecule. The lower members dissolve with great 
facility in water, forming strongly alkaline liquids of an ammo- 
niacal odour. The higher members are, however, without odour and 
do not dissolve in water. From their solutions, ethylamine and the 
higher homologues can be separated by saturating the liquid with 
potassium hydroxide. By boiling the aqueous solutions of the free 
bases, or of their salts after adding excess of lime or alkali hydroxide, 
the monamincs can be completely volatilised, and condensed again in 
water or acid, and titrated in the same manner as ammonia. The 
monamines are all powerful bases, i:losely resembling ammonia in 
their general characters. They are, however, distinguished from 
ammonia by their inflammability, a fact which led to their discovery; 
they burn with a yellow flame. They form crystallisable salts and 
well defined double-salts, such as the aurichlorides and platinichlorides, 
which are very useful for their identification and analysis; the pier ate s 
are also generally well defined. The monamincs precipitate magnecium 
salts, but the precipitated magnesium hydroxide dissolves in the amine 
hydrochloride, forming a double salt from the solution of which phos- 
phate of sodium precipitates an* amino-magnesium^ phosphate.* The 
amines thus behave exactly in the same manner as ammonia. 

The only amines (no^ described in other chapter^) requiring detailed 
consideration are the primary, secondary, and tertiary, monamines of 
methyl and ethyl. These substances are typical of the amines generally, 
and most of the statements made respecting theirt would be true of all 
the compounds of this class. Their aqueous solutions dissolve silver 
chloride, and behave in much the same manner pcs ammonia vfith 
metallic salts; but there are some interestiijg djfferences, as shown in 
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the table below, from which is will be seen that certain of the precipi- 
tates which are soluble in excess of ammonia are undissolvcd by the 
amines, and vice versa} 


Metallic 

salt 

Ammonia 

HaN 

Ethylamine 

tC:IU)HiN 

1 Methylamim* 
(CHi)lIiN 

Dimethyl* 

amine 

(CID.HN 

Tnniethyl- 

ainine 

(CIh)»N 

Aluminium 

Insoluble 

(nearly). 

Soluble 

Soluble 

Soluble 

Soluble 

Cobalt . . 

Blue precipi- 
tate , soluble 
in excess to 
brown so- 
lution 

Insoluble . 

Blue, insol- Blue, insol 
uble in ex- . ublc in ex- 
cess, turned 1 cess, turned 
brownish on , brownish on 
heating j heating 

Blue; insolu 
uble in ex- 
cess; turned 
brownish on 
heating. 

Nickel 

Soluble in 
excess to 
violct-blue 
solution 

I nsoluble 

Apple-green , 
insoluble in 
excess. 

Apple-green, 
insoluble in 
excess 

Apple-green , 
insoluble in 
excess. 

Zinc 

Very 

soluble 

Soluble 

Soluble in 
large excess: 
reppted on 
heating 

So 1 u b 1 e in 
large excess, 
reppted on 
heating. 

Soluble in 
very large ex- 
cess, rcjipted 
on heating 

Cadmium 

Soluble , 

Insoluble 

Insoluble 

Insoluble 

Insoluble 

Silver 

Brown i s h, 
very Sfjlu- 
ble in ex- 
cess. 


Brown i s h , 
soluble in 
large excess , 
reppted on 
warming 

Brown i s h , 
soluble in 

large excess , 
reppted on 
warming 

Dirty brown 
J) p t chang- 
ing to black, 
sol large ex- 
cess to dark 
solution; re- 
1 p p t e d on 
j warming. 

Cupnc 

Blue; solu- 
ble in ex- 
cess to deep 
blue solu- 
tion 

Soluble witlt 

1 dithculty m 

1 excess 

i 

i 

Blue, soluble 
in large ex- 
cess to deep 
blue solu- 
tion .reppted 
dirty brown 
on boiling 

Blue; partly 
soluble in 
large excess , 
reppted dir- 
ty brown on 
boiling 

Blue, partly 
soluble 1 n 

large excess, 
reputed dir- 
ty brown on 
boiling 

Mercuric 

White 


White, insol- 
uble 

White; solu- 
ble in much 
water 

Yellow, chang- 
ing to very 
pale yellow 

Stannic . . 

Insoluble 

Very soluble 
in cxces.s 


Soluble ) 

Soluble 

Antimonic 

• j ‘ 

• 

Soluble . 

1 

Soluble in 
large excess. 

Gold .. 

Insolubl# 

t 

• 

Soluble 

Brownish yel- 
low p p t , 1 
re.adily Sfd- j 
ublc in ex- i 
cess to j 

orange- red 
liquid 

Yellow pre- 
cipitate, so 1 
luble in ex- 1 
„ces,s to 

brown 

liquid ’ 

Ruthenium. 

Insoluble ^ 

Soluble 




Lead 

Insoluble . . 


Insoluble . J 

Insoluble 

Insoluble. 


I AOen was indebted’ to Leo Taylor for repeating and enlarging on the experiments of 
Vincent, on whose observations the table is chiefly founded. Several blanks in the obser- 
vationa of Vincent have been flllod by Taylor. 
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In all cases a solution of aluminium phosphate in hydrochloric acid 
behaves similarly to a solution of aluminium chloride (Taylor). 

N PHYSICAL PROPERTIES OF AMINES. 

The following table is taken from Meyer- Jacobson’s Lehrbuch (1906), 


Alkyl 
radical R 

Primary amine NH2R 

Secondary amine ! Tertiary amine 
NHR: 1 NRa 

^ " 1 j 


M p j Bp. j Sp. gr. 

B p j Sp gr. j B- P Sp. gr. 

Methyl 

Ethyl 

— 67® 0 6o9(~ 1 1°) 

— 8^ 8 f-i<) '0 7 o8( — 2’) 

-1-7° 'o.686(-6°) +3.5° o.662(-s°) 

56° ,0 711(4-15°) 90° [0.735(+i5°) 

Propyl 

.' 49*" ' 0 728(0") 

110° 0 738(20°) ;i 56° jo 771(0°) 

♦io-Propyl 

.. 3 2° 0.690(18°) 

84° 0 724(15°) i 

»- Butyl .. . 

77 8° 0.742(15®) 

160° . . . . 216. 5°1 0 791(0°) 

iso- Butyl 

, 66° , o. 7 ^s(iS®) 

I3<>° • 187° 0.785(21°) 

sec- Butyl . . 

6^° i 0 718(20°) 

i ' 

ier/- Butyl. . . . 

'4^8° jo 698(1*5°) 


«-Amyl ... 

104° 0 766(19°) 

• * 

iso-Amyl 

195° jo 750(18°) 

1R7” , 0 782(0°) 235° ! 

(eri- Butyl- 
methyl 

' 82-83° 1 

! 

8ec-M-Amyl (Mc- 
thyl-n propyl- 
carbinammc) 

92° 0 718(20°) 

1 

1 ’ i i' 

sec-H-Amvl (Di- 
ethylcarbin- 
amine) 

1 . . j 90-91° 0 749(20°) 1 

1 ! i 

i i : 

Methyl iso-pro- 
pyl carbinamme 

; i 83-84° , 0.757(18 5)° 

1 ' 

<#f<-Amyl (D 1- 
mcthyl-cthyl 
carbinarnmc) 

, . 1 78 5 ° ! 0 748(15°) 

; i 


»-Hexyl. . 

.. . 129 ° 

260° 

ti-Hcptyl . 

iS 3 ® 0 777(20°) 


w-Octyl. . . . 

. 175-177° 0 777^26 8°) 

297° 366° 1 

M-Nonyl . , 

. 190-192° 

, * 1 

M-Dccyl .... 

-f-17 216-218" 

» 

f 


Methylamine, 

NH2.CH3. 


Methyl amine exists ready-formed in Mercurialis annua and M. 
perennisy and, as obtained (in an impure state) from .these plants, was 
formerly known as mercurialine. It also exists in herring-brine, coal 

* • • • 
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tar, bone-oil, and the products of the distillation of wood, beetroot 
molasses (vinasses), and certain alkaloids (c. morphine, codeine). 
It is also produced when caffeine is boiled with baryta-water, and by 
heating trimethylamine hydrochloride to 285^^, when methyl chloride 
and trimethylamine volatilise, and methylamine hydrochloride (mixed 
with some ammonium cliloride) remains. Methylamine is best 
obtained pure by treating one equivalent of acetamide with 2 equiv- 
alents of bromine, and then adding a 10% solution of potassium 
hydroxide till the colour of the bromine has nearly disappeared: 

C2H3O.NH2+ Bu-\- 2KH0=C2H30.N.BrK+ KBr-f 2H2O. 

Three additional equivalents of potassium hydroxide are now dis- 
solved to a 10% solution, and heated in a retort to 70'^. The product 
of the first action is then gradually added through the tubulure. The 
gases evolved are collected in hydrochloric acid, and on evaporating 
the solution a mixture of the hydrochlorides of ammonia and methyl- 
amine is obtained,^ from which the latter only is dissolved by absolute 
alcohol.^ ^On distillation witli alkali hydroxide or slaked lime the salt 
yields the base, quite free from di- or tri-mcthylamine. 

Methylamine boils at — 6.7°, and hence is a gas at ordinary tempera- 
ture. I volume of water at 12.5° dissolves 1,150 volumes of the gas, and 
hence it is more soluble even than ammonia, which methylamine closely 
resembles in odour and gener^ characters; methylamine is distin- 
guished by its ready inflammability — a property even possessed by its 
concentrated aqueous solution. It burns with a yellow flame, forming 
carbon dioxide water, nitrogen, and hydrocyanic acid. 

On passing a succession of electric sparks through methylamine, 
hydrocyanide of methylamine is produced, and this is decomposed by 
a cemtinuation of the treatment, with formation of a tarry, deposit. 
When passed through a red-hot tube, methylamine is decomposed with 
formation of hydrogen and ammonium cyanides, methane, and 
hydrogen. • * 

M ethylammontum chloride^ NHjMeJICl, melts at 225-226°. Methyl- 
ammonium picrate^ NHjMcjCJIgOyNg, melt§ at 215°. The platini- 
chloride, (Mcp3N)2ptCle, is insoluble in alcohol, but ‘soluble in 
boiling water, crystallising on cooling in beautiful golden-yellow scales. 

» The reaction which occurs is very complex (A, W. Hofmann, 5 #r., i88a, 15, 76s). 
the main decomposition may be expressed as follows: 

GHa.CO,NKBr + aKOH-CO(OK)t + KBr-»-CHi.NH*. 

• * See also H. Quantid, Ann. Chtm. Anal., 1901. 6. las. 
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A method for the proximate analysis of the bases present in crude 

methylamine, based on the principles of the process described on page 

7, has been described by A. Muller (Bull. Soc. Chim.y 1884, 42, 202). 

Dimethylaminef Nl^CHs)^. 

Dimethylamine occurs in Peruvian guano and pyroligneous acid, 
and is also present in the products of the distillation of vinasses. It is 
formed when fish undergo putrefaction. It often forms a large per- 
centage of commercial “trimethylamine.” It is best separated from 
methylamine and trimethylamine by the action of nitrous acid, but, as 
already pointed out (page 8), a small proportion of trimethylamine is 
converted by this treatment into the secondary base. Dimethylamine 
may also be obtained pure by boiling 35 parts of nitroso-dimcthyl- 
anilinc hydrochloride with a solution of 15 parts of potassium hy- 
droxide in 400 of water: 

CJI,(NO).NMe.,H(;H- Kll0==KC\+C,ll,{N0).01l^nNUc,. 

Dimethylamine boils at 7^, has a sp. gr. 0.686 at — 6°^ ;ind closely 
resembles the primary and tertiary mcthylamines. From the former 
it is at once distinguished by the non-formation of a precipitate on the 
addition of ethyl oxalate to the aqueous solution of the base (page b), 
and the non-production of an isonitrile on treatment with alcoholic 
potassium hydroxide and chloroform* From trimethylamine it is dis- 
tinguished by the formation of a nitrosamine on treating it with 
nitrous acid. 

The platinichloride, (Mc2H.^N)2Pt('h, crystallises in very long 
needles. 

DimetJiyln itrosamine boils at 149^. 

Dimethylamine hydrochloride is remarkable in being soluble in 
chloroform, a fact which permits of its ready separation from ammo- 
nium cliloride, which is insoluble in this solvent. 

• * 

Trimethylamine, N(CH3)3. * 

Trimethylamine is fe)und notably in herring-lyine, and has been 
detected iri urine, unputretied blood of the calf, cod-livQr oil, and other 
animal fluids. It occurs in the Chenopodiutu indvaria (stinking goose- 
foot), from the leaves of which it constantly exuhes; Arnica montana; 
Mercurialis annua; the blossoms of the pear, white-thorn (Cratergus 
oxyacantha), hawthorn, and wild cherry; and in ergot and other para- 
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sites of the vegetable kingdom. Trimethylamine is also a product of 
the dry distillation of certain alkaloids, wo<id, etc., but especially of the 
vinasses or residue left after the distillation of the spirit from fermented 
beet-root mollasses. The bases obtained by the destructive distillation 
of this product are derived from the betaine. 

The products of the destructive distillation of the “vinasses,”^ left 
after the distillation of the fermented I)eetroot-mo] asses, vary with the 
concentration of the liquid. As the proportion of water decreases, the 
quantity of ammonia increases, and the trimethylamine is replaced by 
the primary and second aiy^ methylamines. The vinassrs from difTcrent 
localities yield varying proportions of gaseous and liquid j)roducts on 
distillation, the nitriles and methyl alcohol appearing to be the most 
variable constituents. “ 

J The viua';scs, or spent wash from the stills, is cvai)orated till it acquires a sp Rr of t u 
when it is t.ul >)('<- ted to dry distillation in i ist injii retorts The aqutous portion of fin? 
distillate contains Aimnunium taibonati , sulphydiate and cyaiink , imihyl akohol, methvl 
sulphide, and rnetlivl (.yanide, \,irious otiur subslam <“s ol the fatty siTies, ami a l.irRe 
proportion of salts ol triinethyLaniine The tar yields, on distillation atnmoniaeal liqiioi , 
various oils, pyndine bases, solid hvdioeaibiais, phenols, and jiitcli of superior quality 
The aqueous liquul is neutralisid \Mth sulphuric and and tom luit rated, when crystals 
of ammonium sulr>hate are de[»osited, and vaiiours of methyl akohol are evolved toRcther 
with methyl cfr.i^nde and otlu r nitriles The nu Ihyl cyanide is tonverte<l into ammonia and 
aci'tate by treatment with an alk.dr CU i NC -1- NaliO + H 'O «• HsN + ('H.i C ( )t)Na d ho 
dark-coloured rnother-luniors retaii< the tnmethylamine sulphate, which is decoinposi'd by 
distillation with lime, the vapours being p.ass(.d into hydrochloric acid The resultant 
solution IS boiled down till the temperature reaches 140”. Ammonium ehloiide crystallises 
out on coohnR, and the mother lujuor is separated and concentrated till tlie b p uses to 
200*'^ the product formitiR c omm< rcial tnmelhvlamine hydrochloride, from w Inch the free 
base may readily be obt.uned by treatment with lime or alkali hydroxuie 

* In a spechnen of “ coiarncrct.il trimethylamine,” prejiared fiom vinasses, Duvillier and 
Ruiiine found only from 1; to 10^ i of trimethylamine and some so' < of dimethylamme , 
wlule the remainder consisted of mcthylamine, propylamine, and isobutylamine in about 
equal proportions, tlie eth> laimne being estimated at about 2*’/,,, and ammonia being absent 
((.onip: Rend , iH7y, 8g, 48) The method employed by these chemists foi the senaration of 
the amines in question was as follows (/liui ( him Phys 1881,23,289) I'he atiueous solution 
of the free bases was treated with ethyl oxalate, tin* dense white pretijutate of oxaiindes tilt - 
ered off, the filtrate concentrated hy distillation, and the further precipitate added to that 
Tirevtously obtained By lrea,tmg the orecipitate with hot water it was separati'd into t 
fractions The mok insoluble portion (i) consisted of dibutyloxainidc (or possibly di-iic- 
butyloxamide), which melted and floated on the hot water, and on cooling fornud a solid 
waxy mass When recrystalhsed from alcohol, it was obtained in pearly needles Tlie 
butyUiminc, obtained by distilling the oxamide with not.ussium hydroxide, had a faintly aro- 
matic •clour, and yielded a slightly scduble jilatinicnloride, crystallising in oranjte coloured 
plates Of the oxarnules solulilc in bruhng water, the diprojjyl comjiound (2) was first de- 
posited It crystallised from alcohol in pe.irlv needles melting at i lo'"', and the propylamine . 
obtained from it gave an orange platinn blonde When the proportion •f butvlanune and 
propylamine was small, the authors preferred to utilise the comparative infcoluhilitv of their 
sulphate^ in alcohol to separate them from the 0^11 r anum-s The most soluble portion of 
the inix^ oxarnides (3) was deposited in opaque white needles or grams, and consisted of di- 
methyloxamide The lAse obtained by distilling it with potassium hydroxide was ccin 
verted into the sulphate, which on treatment with hoiHng ahs»)lutc alcohol was obtained 
pure, and yielded pure mcthylamine on treatment with potassium hydroxide 
The mother-liquor sepi^ated from the oxarnides of the pnwary amines was distilled with 
potassium hydroxide, andrthe dned gas collected in absolute sdcohol A portion of the solu- 
tion was then titrated with standarcTacid. ami the remainder gradually added \o a qu.antity 
of ethyl oxalate .«ilifficient for the action McsNH -t- EtjC’Oc"* (McHN)7C702 + 2LtC^II 
assuming the alkalinity to be wholly due to dimcthylamlne The operation was conducted 
in a flask, which was surrounded with ice .and continually shaken When the action was 
completed, the flask was heated on the water hath, and the alcohol and unchanged tri- 
niethylamine distilled off and collected in hydrcjchlonc acid It yielded a platinichloride in 
large orange-red crystals, and was the only tertiary amine found in the mixture of bases 
under examination. 

The syrupy residue left in the flask after the distillation of the alcohol and trimethylamine 
consisted of the ethyl cfialkylated-oxamates, with traces of ethyl monalkylatcd-oxamates 
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Pure trimethylaminc is best prepare^ in the laboratory by heating 
ammonium chloride (50 grm.) with 40% formaldehyde solution (440 
grm.) at 120° in an autoclave. The action is finished when the internal 
pressure has reached a value of 35-40 atms. (Eschweiler and Naeppen, 
Ber.f 1905, 38, 882). 


Physical Properties (see table, page 12). 

When pure and concentrated, trimethyl amine is stated to have a 
purely ammoniacal odour; but when highly diluted, the vapour has 
at the same time a smell of ammonia and a peculiar fishy odour sug- 
gestive of herring-brine. The latter odour is gradually developed by 
adding lime to a solution of the base, but requires some time to reach 
its maximum intensity (L. Taylor). 

Trimethylamine is apparently soluble in all proportions of cold 
water. ^ 

A mixture of equal volumes of trimethylamine and water is inflam- 
mable. • 

Trimethylamine is employed' for preparing pure potassiunt carbonate 
from the chloride by a method analogous to the ammonia-soda process. 
Ammonia is not available, because of the nearly equal solubility in 
water of ammonium chloride and potassium hydrogen carbonate, 
whereas the hydrochloride of trimethylamine is nmich more Soluble. 

Trimethylamine might, prima facit^ be supposed the active agent in 
Wollheim’s process of treating sewage with herring-brine and lime 
{Eng, Patent No. 15321, 1888); but those who have investigated the 
matter incline to the opinion that the bactericide is a hitherto unisolated 
sudslance they term aminol, produced by the action of lime on one of 

and oxamidcs of primary amines It was treated with water, which caused hydrolys^ , and , 
on neutralising the liquid with milk of Ume, calcium ethyloxamate and propyloxamato were 
thrown down, which on distillation with potassium hydroxide yielded ethylamtne, and 
propylamine On treating the hltrate from the calcium oxamates precipitate with an 
equal volume of alcohol, a precipitate was formed from which warm water extract^ calcium 
dimothyloxamatc, yielding dtmethylamtM, on distillation ’ with potash, while the less 
soluble portion consisted ot calcium monomethyloxamate, yielding methylamxne unfler simi- 
lar treatment 

Eihylamwc, which escaped detection on Duvillier and Buisine’s'first examination of the 
bases from vinasses, owing to the small proportion present, was subsequently detected by 
diatillipg with potassium hydroxide the mother-liquors obtained by treating the oxamides 
with water, and converting the bases into sulphates. On trea<;ing these with absolute 
alcohol, metkylainine sulphate remained. On distilling the soluble portion with alkali, 
collecting the bases in absolute alcohol, and treating the solution wilh ethyl oxalate, as 
already described, the ethylamine was converted into a monoethyloxamate, from which the 
calcium salt was prwared end decomposed by alkali. 

‘ According to Guthrie, the solubility of trimethylamine in^ater is notably diminished 
by heating, the liquid becoming distinctly turbid (compare nicotine) from partial separation 
of the base. Thus a solution of trimethylamine in water became turbid at aa , an 8% 
at 34.5®, and a 4% solution at aliout 4a®, Leo Taylor failed to confirm Guthrie's observa- 
tions, which were not improbably made on impure matenal (see, however, under TritthyU 
amint). • 
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the amines of herring-brine. Pure trimethylamine employed without 
lime has not the same effect. 

Trimethylamine is distinguished from the primary and secondary 
methylamines by its negative reaction with alcoholic potash and chloro- ^ 
form, ethyl oxalate, and nitrous acid, and by its solution in excess of 
hydrochloric acid being precipitated by potassium ferrocyanide. 

Trimethylamine has been employed in medicine, and is said to have 
proved of value in the treatment of gout and acute rheumatism. (A 
description of its therapeutic effects will be found in the Year-Book of 
Pharmacy for 1873, 197-262.)^ 

Trimethylamine combines with carbon disulphide at the ordinary 
temperature with great evolution of heat, according to the equation 
CS2+ (CH3)3N=N(CH3)2.CS.S.CH3. The product, perhaps tri- 
methyl-thiocarbamic acid, is prepared more readily by passing gaseous 
trimethylamine into a mixture of carbon disulphide and alcohol. It is 
obtained on evaporating the solvent, in white rhombic needles, m. p. 
125°, and decomposes gradually at tlie ordinary temperature. It is 
soluble in dilute alcohol and water, but nearly insoluble in absolute 
alcohol, ether, chloroform, or benzene. Dilute acids combine with it 
to form salts, but strong acids and alkalies decompose it into carbon 
disulphide and trimethylamine. 

Trimethylamine Hydrochloride^ hydrochlorate of trimethylamine, 
(CH3)3HNCI, is obtained by ncufralising trimethylamine with hydro- 
chloric acid. It differs from ammonium chloride in being extremely 
deliquescent, and soluble in absolute alcohol. The fishy odour of the 
base liberated on treating the salt with lime or alkali hydroxide further 
distinguishes it from ammonium chloride. With platinum tetra- 
chloride it unites to form the platinichloride, (Me3HN)2PtC'l,j, which 
ciy'stallises in orange octahedra, sparingly soluble in absolute alcohol. 

When heated to 260-285°, trimethylamine hydrochloride is decom- 
posed with formation of free trimethylamine, ammonia, and methyl 
chloride: 3Me3HNd= 2Me3N'f H3N + 3MeCl. This reaction has 
been utilised by Camille Vincent for the manufacture of methyl 
chloride. The vapours are passed through hydrochloric acid, which 
absorbs the base^, while the gaseous methyl chloride passes on. It is 

* The solution of trimethyfamine for medicinal use should lie clear, colourless, and of 
1.134 sp. gr. It should have a peculiar odour, recalling that of ammonia and herring brine, 
be miscible In all proportions with water and alcohol, and contain 20 % of the base 1 
volume of hydrochloric acid, of 1.170 sp gr , should neutralise j volumes of the solution 
of the bas«, and the salt obtained on evaporating the resultant solution should be completely 
soluble in absolute alcohol, 

VoL VI.— I ^ 
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washed by dilute sodium hydroxide and dried by strong sulphuric acid, 
after which it is collected in a gas-holder, from whence it is pumped 
into strong wrought-iron cylinders, in which it is condensed to liquid. 
The vapour of liquid methyl chloride has a tension of 2.5 atmospheres 
at 0° and 4.8 at 20®. 

Separation and Estimation of the Three Methylamines and 

Amm onia. 

A method has been recently described by Bertheaume {Compt. 
Rend., 1910, 150, 1251) which is based on the insolubility of ammo- 
nium chloride and methylamine hydrochloride in chloroform, i to 
2 grm. of the mixed hydrochlorides, dried at 110°, are dissolved in a 
small quantity of water acidified with hydrochloric acid and the solu- 
tion thoroughly mixed with at least 20 grm. of quartz sand. The 
mixture is thoroughly dried in a vacuum desiccator, extracted with 
pure warm chloroform, the extract evaporated to dryness and the 
residue weighed and dissolved in 2,000 times its weight of water. A 
known quantity of the solution (200 to 300 c.c. at most) Is cooled to 
0° and a solution of iodine in potassium iodide (127 grm. iodine, 
150 grm. potassium iodide in 1,000 c.c. water) also cooled to 0° is added 
in such proportion that at least 30 c.c. are used per 100 c.c. of the 
methylamine solution. The mixture is left aft 0° durirtg i hour, 
the crystals of trimethylamine periddide are filtered off in a funnel 
plugged with glasswool, drained, and washed with a cold mixture of 
the above iodine solution and water (1:3). The crystals arc then dis- 
solved in normal sodium sulphite solution, the solution distilled with 
excess of sodium carbonate in a Schloesing apparatus and the tri- 
methylamine estimated volumetrically in the distillate. The climeth- 
ylamine is similarly estimated in the mother liquor from the trimeth- 
ylamine periodide. The residue insoluble in chloroform is dried to 
remove chlorolorm and then extracted with hot water. In the solu- 
tion the metliylamine and ammonia are separated by Francois’ 
method (Compt. Rend., 1907, 144, 857) as follows: 

Fivc-tepths grm. of *the carefully dried hydrochloride is placed in a 
250 c.c. flask and 7 c.c. of a 30% solution of sodium hydroxide, 10 c.c. 
of a 20% solution of sodium carbonate and 5 gtpn. of yellow mercuric 
oxide added. The mixture is diluted to the mark with water and 
agitated for i hour. The freedom of the supernatant liquid from 
ammonia should then he nsrertained hv addin? a few C.C. to a Nessler 
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solution made by dissolving 22.7 grm. of mercuric iodide, 33 grm. of 
potassium iodide and 35 grm. of sodium hydroxide in i litre of water. 
The Nessler solution, when heated to boiling, gives a reddisli-brown 
precipitate if a liquid containing as little as o.oo2^'<) of ammonium 
chloride is added, but gives no precipitate witli methylamine. 'I'he 
methylamine in the supernatant liquid free from ammonia is then 
estimated by Schloesing’s method using litmus as indicator and 
barium hydroxide as standard alkali. The ammonia remains in com- 
bination with mercuric oxide, and may be obtained by washing the 
latter with water containing sodium hydroxide and carbonate, jdacing 
it in a Schloesing’s apparatus and adding 50 grm. of potassium iodide 
which liberates ammonia. The latter is then estimated in the usual 
manner. 

In presence of large quantities of ammonia and only relatively small 
proportions of the amines, the above described process of separating 
the methylamines needs modifying, Jarry’s method of eliminating 
ammonia being employed (BcrtheaiHne, Rend., 1910, 151, 146). 

The liquid «is placed in the first of a series of 4 Durand wash bottles, 
(6oo~8oo c.c. capacity) with about 6 limes the quantity of hydrochloric 
acid necessary to neutralise the estimated quantity of amines present. 
A similar quantity of hydrochloric acid, diluted to 50-100 c.c. with 
water, is placed in each of the other 3 wash bottles. 2 large wash 
bottles (each of 1,000 c.c. ctfjiacity) containing 1:1 hydrochloric 
acid sufficient to neutralise the whole of the ammonia, complete the 
series. A rapid current of air is aspirated through the vessels until the 
contents of the first 4 are neutral: these 4 now contain the whole 
of the mono- and dimcthylamines together with a little ammonium 
chloride. The united liquids are evaporated to a few c.c., mixed with 
quartz sand and treated by the method already given for separating 
methylamine and dimethylamine. The other 2 wash bottles contain 
the tfiimethylamine and the whole gf the ammonia save the small 
portion remaining* with the olher amines. The liquid is evaporated 
to 500 c.c., cooled to 0°, excess of ammonium chloride separated and 
the tri methylamine estimated as periodide. 

Ethylamines. 

The ethylamines are obtainable in the manner already described 
(page 2). A convenient source of the primary amine, CjHj.NHj, is 
the crude ethyl chloride obtained as a by-product in the manufacture of 
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chloral (A, W. Hofmann, Ber.^ 3, 109, 776). When ethyl chloride is 
heated to 90° under pressure with an equivalent proportion of strong 
aqueous ammonia, a layer of triethylamine containing ammonia is 
formed, while the aqueous liquid contains the hydrochlorides of ethyl- 
amine and diethylamine. When a similar mixture of aqueous ammo- 
nia and ethyl chloride is heated under pressure to 150°, H^NCl, EtHg- 
NCl, and Et^NCl are the chief products, only traces of EtjHjNCl and 
EtgHNCl being formed. 

.The ethyl amines can be separated by methods already described. 
They present the closest analogy to the corresponding methyl bases. 
Various differences between the 3 amines are described on pages 4, 5 
and 6. The following table shows other of their characteristic 
properties. 


! 

IClhylannne 

Diethylamine 

Triethylamine 

Formula 

(CJL)II.N 


(CjH, 9 ,N 


I <>" * 

56° 

90' 

Specific gravity 

^0 6964 

^0 7062 

^"0 7277 

> 708 

V° 706 

'J’0.735 

Reaction with iinc 
sulphate. 

Precipitate soluble in 
excess 

Precipitate insolifble 
, ri excess 

Precipitate insolu- 
ble in excess 

Product when boiled 
with nitrous acid (or 
a salt of the bases 
with sodium nitrite 
solution) 

Alcohol and nitrogen 

Diethylnitrosamino , 
a neutral oily liquid i 
boiling at 177®, and 
distilling with steam 

Unchanged. 

1 

Hydrochloride 

Dcli(iuoscent larniruc 
and prisms. 

Non-del iquescent 
plates 

1 N 0 n-d e 1 iquescent 

1 lannnaj 

Platinichloridc , 

Hexagonal rhombo- 
hedra, moderately 
soluble in water 

Monodimo; mode- 

rately soluble 

1 Monochnic, ^ very 
soluble 

Acid fcrrocyanide * . 

Soluble 

Soluble 

' V'ery sparingly solu- 
■ ble. 


Triethylamine mixes with water in all proportions below 18°, but 
on raising the temperature the solution becomes tuj'bid and separates 
into two layers. For the mutual solubility of trietliylaipine and water 
see Rothmund {Zeit. Pliys. Cfiem.y 1898, 26, 433). 

Tetralkylammonium Bases'. 

Tetralkylammonium iodides result from the action of alkyl iodides 
on tertiary amines; action generally takes place at the brdinary tempera- 
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ture, with evolution of heat. Trimethylaminc combines in the same 
way with methyl chloride to form NMe^Cl, but it docs not combine 
with ethyl chloride at the ordinary temperature even under a pressure 
of 50 atm. The tctralkylammonium chlorides as a rule are best 
obtained by digesting the corresponding iodides with silver chlorides: 
NMeJ*f AgCl = Agl + NMe^Cl. In a similar way tJie sulphates may 
be obtained with the aid of silver sulphate. All liicse salts arc ciy^stal- 
line compounds which generally dissociate on heating, giving the 
tertiary amines: NMc Ji=iNMe3+ Mel. In the decomposition of mixed 
ammonium haloids containing methyl groups, the methyl radical 
generally separates from the nitrogen atom, e. g.y NMcKtaCl — NEta 
+ MeCl. 

The tctralkylammonium iodides combhie with iodine to form 
intensely coloured tri-iodides, penta-iodides, hepta- and ennea- 
iodides, c. g., NMeJ, NMeJ, 1 ^; etc. 

The tetra-alkylammonium iodides cannot be decomposed by 
aqueous p^t^ssium hydroxide, even on healing, but react with freshly 
precipitated silver oxide to form silver iodide and the tetra-alkyl 
ammonium hydroxides, d'hese hydroxides are non-volatile, syrupy 
or solid deliquescent substances, of highly caustic, alkaline character, 
presentingi^ as a cla^s, a strong analogy with potassium hydroxide. 
Many of them have marked pois( 5 nous characters. 

It is possible to liberate the tctralkylammonium bases from their 
halogen salts by potassium hydroxide if a solvent is used in which the 
potassium haloid is sparingly soluble. Thus, for exam{)le, in methyl 
or ethyl alcohol, the action NMe4Cl-f-KOJI = NMc^.OH-f- KCl takes 
place with precipitation of potassium chloride. (Walker and Johnson, 
TranS.y 1905, 87, 955). On tillering, adding a little water, and con- 
centrating in vacuo, crystalline hydrates are obtained. ‘The hydrate, 
NMe^.pH,5H30, has m. p. 62-63°; lop parts water dissolve 151 parts 
at 0° and 220 parts 2^ 1 5°. NMc^0K,3H20 has m. p. 59-60° and when 

warmed in a vacuum at 35° gives NMe^OHjIIjO, which decomposes 
when heated at 130-*! 3 5°, forming trimethylamine. , 

It is noteworthy that the mixed tctralkylammonium bases containing 
methyl, unlike the haloids, generally retain methyl in combination with 
nitrogen when decomposed by heat while ethyl groups separate in the 
form of ethylene, e. g., 

.NMe(C2Hj3(0,H,,).OH=NMe(C2H,)(C5H„)-f C^H.-fH^O. 

Tetrethylanynopium iodide^ (C2H5)^NI, is prepared by expos- 
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inga mixture of equivalent proportions of triethylamine and ethyl iodide 
to a temperature of loo^ for a few minutes in a thsk fitted with a reBux 
apparatus, or preferably in a sealed tube. V^iolent action ensues, and, 
on cooling, the product sets to a dark mass of crystals. On dissolving 
in water, and allowing the solution to evaporate spontaneously, the 
iodide is obtained in extremely bitter crystals of considerable size, 
which, when pure, are colourless, but are apt to be mixed with 
reddish crystals of the tri-iodide, (C2n5)4NI,l2. 

Tctrethylammonium iodide is not volatile at loo®, but when rapidly 
heated in a retort to a higher temperature melts and is decomposed into 
ethyl iodide and trimethylamine, which form separate layers in the 
receiver but re-unite to produce the original compound. 

Tctrethylammonium iodide is not apparently decomposed by treat- 
ment with potassium or sodium hydroxide, but is much less soluble in 
caustic alkaline solutions than in water. Hence, on adding excess of 
potassium hydroxide to its concentrated aqueous solution, a solid 
crystalline mass is produced. This behaviour sharply /iistinguishes 
the iodide of tctrethylammonium (and of other compound ammo- 
niums) from the compounds KtgllNI, EtjNHI, and EtHjNI, which 
arc at once decomposed by alkali hydroxide with liberation of the 
corresponding amines. The aqueous solution of tetrethylammonium 
iodide reacts with silver nitrate or sulphate to form a precipitate of silver 
iodide and a solution of the tetrethylammonium nitrate or sulphate. 

Tetrethylammonium hydroxide, (CjIIJ^N.OH, is obtained in 
solution by adding freshly-precipitated oxide of silver to a dilute and 
warm solution of tetrethylammonium iodide, until the brown colour 
of the silver oxide ceases to change into the lemon-yellow of the iodide. 
The solution is then filtered, and may be evaporated to a considerable 
extent at a gentle heat, but further concentration must be conducted 
in vacuo, at the ordinary temperature, over sulphuric acid and lime. 
Long, hair-like, deliquescent needles of the base are deposited, but 
these subsequently disappear, and the liquid ultimately dries up to a 
semi-solid mass. *’ • 

Tetrethylammonium hydroxide presents the closest analogy to 
potassium hydroxide. It is highly deliquescent, absorbs carbon 
dioxide from the air, and the aqueous solution has a strong alkaline 
reaction. It has an alkaline, caustic, and extremely bitter taste, and 
in a concentrated state burns the tongue and acts on the skin .like 
potassium hydroxide. With metallic solutions #t l^ehaves like the 
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alkali hydroxides except that aluminium hydroxide is soluble nhh 
difhculty in excess of the base and chromium hydroxide is insoluble. 

A moderately concentrated solution of tctrcthylammonium hydroxide 
may be boiled without decomposition; but in a concentrated state, even 
at 100°, the liquid froths strongly, and the base is resolved gradually 
but completely into triethylamine, ctliylene, and water: (C2H5)^N.()H 
= (C2H5)3N + C2H^ + H.On. This action affords a convenient 
means of obtaining triethylamine unmixed witli the primary and 
secondary amines. 

When a solution of tctrcthylammonium hydroxide is boiled with a 
slight excess of ethyl iodide for 24 hours, under a rellux condenser, 
the solution becomes perfectly neutral, the follo\\ing action occurr- 
ing: ((:2H5),N.0H+C2H3l-(C2H5),NI+Cyi5.01L 

Tctrethylammonium hydroxide also hydrolyses ethyl oxalate, and 
saponifies fats as readily as potassium hydroxide. 

On adding potassium hydroxide and potassium iodide to a strong 
solution of tctrethylammonium hydroxide, a white crystalline mass of 
tetrethylarhftionium iodide is produced. 

The sails of tctrethylammonium are mostly crystallisable and readily 
soluble. 

Tetrethylammonium chloride^ (C2H5)4NC1, obtained by neutralising 
the hydroxide wdth ‘hydrochloric acid, is crystalline and highly deli- 
quescent. If forms double salts with auric, mercuric, and platinic 
chlorides. Tetrethylammonium platinichloridcf (Et^N)2PtClj, is thrown 
down immediately as an orange-yellow precipitate, consisting of micro- 
scopic octahedra, on adding platinic chloride to a solution of tctrethyl- 
ammonium chloride. It is slightly soluble in water, and less soluble 
in alcohol and ether. 

For the resolution of asymmetric tctralkylammonium compounds 
into optically active components by means of f/-camphorsulphonic 
acid, see Pope and Peachey, Trans. ^ 1899, 75, 1127, and Pope and 
Harvey, Trans., i^oi, 79, 828. 

, HYDRAZINES. . 

Hydrazinn. Diamidogen. Diamide. N2H4 or HjN.'NHj. 
Hydrazine is obtained by the decomposition of triazo-acetic acid by 
heating it with water or mineral acids, when the following action 
occurs: 

Tnazo-acctic acid Water. Hydrazine. Oxalic acid. 
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The oxalic acid is more or less split up, according to the tem- 
perature and the strength of the acid employed, into carbonic and 
formic acids, so that when only water is used the hydrazine separates 
as a formate; but if a mineral acid be present it forms the correspond- 
ing salt. 

Hydrazine hydrate (infra) is best prepared (Curlius and Schulz) 
by distilling a mixture of ii parts of hydrazine sulphate with 4 of 
potassium hydroxide and i of water in a silver retort provided with 
a silver condenser. When the last drop has passed over, the distillate 
is fractionated. After four fractionations the last portions boil con- 
stantly at 119°. Curtins and Jay (Jour. Prakt. Chem., 39, [ii], 27) 
prepare hydrazine hydrate by heating the hydrochloride of the base 
with calcium oxide in a silver retort, and passing the vapours through 
a heated silver tube containing anhydrous lime. 

Free hydrazine, NH2.NII2, is obtained by decomposing the hydrate 
with barium o.xide or from its hydrochloride by the action of sodium 
in absolute ethereal or methyl alcoholic solution (Lobry de Bruyn, Rec. 
Trav, Chim., 1S94, 13, 433; 1896, 15, 174). It has b. p. 113.57761.5 
mm.; 56*^/ 71 mm.; sp. gr. 1.014 at 15'^. 

A rapid means of preparing hydrazine sulphate for laboratory 
purposes is given by Raschig (Ber., 1907, 40, 4588), based on the 
action of ammonia on monochloramine, NH3CI, preparc'd by the 
interaction of ammonia and sodium hypochlorite. 

Hydrazine has an extraordinary affinity for water, readily forming 
the hydrate This is a liquid which fumes in the air, 

b. p. 1 19°. 

The solution of hydrazine turns reddened litmus-paper a deep blue, 
and gives white fumes with acid vapours. In a concentrated state it 
has a very peculiar odour, only slightly resembling that of ammonia. 
It powerfully* affects the nose and throat, has an alkaline taste, 
and leaves a burning sensation on the tongue. When boiling, the 
solution attacks glass, and quickly destroys corks* and india-rubber. 
Hydrazine, like hydro.xylamine, is a strong poison of universal 
character. . * 

Hydrazine reduces Fehling’s solution and ammoniacal silver nitrate 
in the cold. With copper sulphate it yields a .red precipitate, with 
mercuric chloride a white precipitate, and precipitates alumina from a 
solution of alum. With aromatic aldehydes and ketones it yields 
sparingly soluble crystalline compounds. 
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Salts of Hydrazine. 

Hydrazine combines with i or 2 molecules of monobasic acids 
to form very stable salts, which are usually crystalline and isomorphous 
with the corresponding ammonium salts. The salts Hz,2HR crystal- 
lise in the cubic system and are readily soluble in water, but nearly 
insoluble in alcohol. The mono-acid salts, HzHR, are easily soluble 
in water and warm alcohol, from which they crystallise well. The 
salts of both classes are insoluble in ether, benzene, etc. In acid 
solution, the salts of hydrazine possess remarkably strong reducing 
properties, and are powerfully toxic toward the lower organisms. 
Peptone solutions containing 0.1% of hydrazine sulphate are unable to 
support bacterial life. 

Hydrazine diliydrochloridc, NJl4,2lICl, crystallises from hot water 
in large glassy octahedra that arc freely soluble in water, but less so in 
alcohol. On treatment with platinum tetrachloride it does not yield 
a platinichloride, but is decomposed with evolution of nitrogen. It 
melts at with evolution of hydrochloric acid, to a clear glass 

consisting of the monohydnnhloriilc, N.jII^lK'l, and this on further 
heating to 240° is decomposed into ammonium chloride, nitrogen, 
and hydrogen. 

Hydrazine sulphate, NJl4,II,S04, is somewhat sparingly soluble in 
water. 

Salts of hydrazine in solution are decomposed by sodium nitrile, 
with evolution of gas, attended by much frothing. The reaction is 
analogous to the decomposition of ammonium salts by a nitrite, with the 
difference that whereas in the latter case (a) nitrogen is formed, in the 
case of hydrazine (b) azoimidc, IIN3, is found among the products of 
the action: 

(a) NH3,HC1 + NaNO >- NaCl + 211/) + N^. 

{b) N2l>4,HCl -f NaNOj - NaCH- 2H2O T HN3. 

» 

* Detection of Hydrazine. 

I. Benzaldehyde gives with its solutions, alkaline or acid, dilute or 
concentrated, yellow flocks of benzalazine, CHl’h:N?N:CHPh, m. p. 93. 
2, In solutions more dilute than 1:2,000, copper sulphate gives a 
sparingly soluble blue double salt, CuS04,(N2H5)2S04 (Curtius and 
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Schrader). 3. Hydrazine reduces gold chloride in acid solution, a fact 
which distinguishes it from hydroxylamine. 

Estimation. 

1. By measuring the iodine absorbed by a known volume of its 
solution (Curtius and Schulz). 'J'his is obviously practicable only 
in the absence of other substances which absorb iodine. According 
to Stolle (/. /V. Chern.y 1902, 66, 332) hydrazine or its salts can readily 
be titrated with iodine solution in presence of sodium hydrogen carbon- 
ate: the action is N.Jl4-f-2l2™N2 + 4ni. The sodium hydrogen car- 
bonate is added and the solution immediately titrated with standard 
iodine in presence of starch as indicator. As the action finishes slowly 
the final colouration should persist at least 2-4 minutes. Rupp ( 7 . 
Pr. C/iem., 1903, 67, 140) advises dissolving the hydrazine sulphate 
in aqueous potassium hydrogen carbonate, leaving for 15 minutes with 
excess of N/ro iodine and then estimating the excess of iodine with 
sodium thiosulphate. The use of potassium tartrate or sotUum acetate 
in place of potassium hydrogen carbonate is said to give better results 

2. By measuring the nitrogen evolved when shaken with Fehling’s 
solution. 

3. By measuring the potassium permanganate required for its 
oxidation in sulphuric acid solution (6-12%). (Petersen, ZeU. 
anorg. Cliem.^ 5 j i ) 

4. Rimini’s method {Gazzelldy 1899, 29 [fj, 265) is based on the 
following reaction: 

5(NIl2.NTI.,,Il2SO,) + 4KIO3- 5N2 + 

I2H20-f 2K2SO4+ 3H2SO4-I- 2I2. 
A known volume of a standard solution of potassium iodate is added 
to the solution of hydrazine sulphate so as to be in slight excess. The 
liquid is then boiled over a flame until colourless, showing that the 
iodine is expelled, and after cooling and acidifying ^idth dilute sulphuric 
acid the remaining excess of iodate is titrated with thiosulphate in the 
usual way. • 1 

5. According to Stolid {loc. cil.) hydrazine sulphate can be titrated 

with potassium hydroxide using methyl orange as indicator; the 
action which occuis is as follows: * 

2N2H4, 112804+ 2 K 0 H= (N 2 H 4 ) 2 ,H 2 S 04 + K2SO4+ 2H2O. 

6. Ebler*s gasometric method (Zeit. anorg. Chhn.y 1905, 47, 377) 
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is based on the reduction of mercuric salts, for example mercuric 
chloride, according to the equation; X2l^4 + ^IlgCh = qllClh sHg + N j. 
The mercuric salt is dissolved in 10 cx. of dilute hydrochloric acid, 
5 grm. of sodium acetate dissolved in 10 cx. of water are added and 
the whole introduced into a llask (500-700 c.c.) fitted wifli a ground 
stopper carrying (i) a tap funnel, (2) a tu))c passing to the bottom of 
the flask through which CO, can be introduced, and (3) a reflux con- 
denser the inner tube of which can be connected with a Scliiff’s 
nitrometer. Carbon dioxide is passed through the flask until all air is 
expelled, the liquid being maintained just below 100°. d'he solution 
of the hydrazine salt is then added very gradually, and CO^ is pas.sed 
continuously until the volume of gas in the nitrometer ceases to increase. 
The volume of nitrogen may be measured direct in the nitrometer if 
graduated in the usual w^ay, or the gas may be transferred to a llempcTs 
gas burette. 

7. Hofmann and Kuspert (Bcr., 1898, 31, 64) mea.sure the nitrogen 
evolved frqm the hydrazine salt when oxidised by vanadic acid, thus, 
N2H^+ 02 = N2+ 211,0; or the amount of vanadic acid used in the 
oxidation may be estimated by means of permanganate. 


N 

Azoimide. Iminazoic Acid. HN 3 =HN(^ |1 

Azoimide is obtained in the form of its sodium derivative, with a 
yield of 50^^;,, by the action of nitrousoxide on sodamide: NjO + NHjNa 
^NaNg + IIjO (VV’isliccnus). It can also be obtained by passing 
nitrous fumes into a solution of hydrazine sulphate at 0°; NII2.NH2 + 
HN02= Ngli-i- 2H2O (Angcli). Curtius, who discovered it, prepared 
it (Ber., 1890, 23, 3023) by decomposing nitroso-hippurylhydrazine, 
NHBz.CH 2.CO.N(NO).NH2, with dilute sodium hydroxide, which 
splits it up into hi| 5 puric acid and the sodium salt of azoimide: 
NHBz.CH2.CO.N^NO).NH2-f 2NaIIO- 

NlIBz.CH2.cb0Na+ 2K./O -f NaNg. 

On distilling the compound NaN., with dilute sulphuric acid, 
azoimide volatilises v^ith the steam, which when passed into a neutral 
solution of silver nitrate gives a precipitate of the silver salt. This is 
washed and deco/nposed by dilute sulphuric acid, this solution being 
used instead of sflver nitrate to absorb the vapours of azoimide. By 
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repeating this process, a solution containing 27% of the new acid is 
obtainable. It can be obtained by several other methods. 

In the anhydrous state, azoimide is a colourless gas of a peculiarly 
nauseous odour, and condensible on cooling to an extremely explosive 
liquid which boils at 37°. It is very soluble in water, and on distilla- 
tion of the liquid a concentrated acid passes over, the distillate gradu- 
ally becoming weaker until an acid of con.stant composition and 
b. p. distils. The solution reddens litmus, and gives white fumes 
with ammonia, of the salt NII3.IIN3 or which sublimes com- 

pletely at 100°, but does not crystallise in the cubic system like ammo- 
nium chloride. Iron, zinc, copper, aluminium and magnesium dissolve 
readily in dilute iminuzoic acid (7%) with evolution of hydrogen, and 
gold is dissolved with formation of a red salt. The silver (AgNg) and 
mercurous salts of iminazoic acid are insoluble, the former closely 
resembling silver chloride, but not blackening in the light. Both the 
silver and the mercurous .salts are extraordinarily explosive, 0.001 grm. 
of the former indenting an iron plate on which it is heat(;d to 250°. 
Barium azoimulc, BaN^, separates from concentrated solutions in short 
shining anhydrous crystals, which explode with a green flash when 
heated or ex[)osed to a strong green light. The solution of cupric 
azoimide deposits cuprous o.xide on boiling. The free acid is liberated 
from any of the iminoazoates by treatment with dilute .sulphuric acid. 
By concentrated sulphuric acid, the azoimulc is itself decomposed. 
Esters of iminazoic acid have been prepared, phenyl iminazoate, PhN,, 
being identical with the diazobenzolimide previously described by 
Griess, 


SUBSTITUTED HYDRAZINES. 

Hydrazine Ts the parent of a large and important class of bases 
generally called hydrazines, one member of which^ phenylhydrazine, 
(CeH5)NH.NH2, has proved, in the hands of E. Fischer and others, a 
reagent of the highest importance. By replacing^a second atom of 
hydrogen by (c. g.) phenyl, secondary hydrazines ma^ be obtained 
either symmetrical like hydrazobenzene, (CaH5)HN.NH(CeH5), or 
unsymmetrical like diphenylhydrazine, (CflH5)2N.NH2. The latter 
class resemble the tertiary amines in their power of reacting with the 
haloid salts of the alkyl radicals (e. g., ethyl iodide) to form hydra- 
zonium compounds, RjN.NHj+Alkl^IAlkRjN.NH,. ^ 
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The hydrazines containing fatty alkyl-radicals are liquids boiling 
without decomposition; those of the aromatic series are readily fusible 
solids or oily liquids, and are partially decomposed on distillation. 
Hydrazine itself and some of the fatty derivatives are di-acid bases; 
but the hydrazines of the benzene series have all monobasic functions. 

The hydrazines closely resemble tlie amines, but are distinguished 
from the latter by their capacity of reducing Fchling’s copper solution, 
in many instances at the ordinary temperature. The product of the 
oxidation of the hydrazine is the corresponding amine. Thus, diethyl- 
hydrazine, (C2H5)2N.NH2, is oxidised to diethylaminc, (C^H,) JIN. 

The general and special characters of the hydrazines are suflicicntly 
exemplified by two typical species, ethylhydrazine and phenylhydrazine. 


Ethylhydrazine. (('2n5)IIN.NIl2. 


On treating diethyl-carbamide witli nitrous acid, a nitroso-compound 
is formed, which on reduction with zinc-dust and acetic acid is converted 
into diethyl-semicarbazidc. 

/NH(C,II,) /NH{C,n,) /NII(CA) , 

^^\n(NO)(C,II.) ^^\N(NII,)(CA) 

Diethyl-carbamuie. NUroso-compotind. Diethyl seimcarbazide. 

This carl)arnize decomposes, on heating with strong hydrochloric 
acid, into ethylliydrazine, ethylamine, and carbon dioxide: 

NH(C2H5).CO.N(Nli2)C.H5-hn2()- 

HN.CNHjrCjU + CJLNHs-fCO,. 


Primary hydrazines can also be obtained by heating the potassium 
salts of alkylsulphuric acids with hydrazine hydrate (SlollcS 1902) and 
by the reduction of nitroamincs. 

Ethylhydrazine hydrochloride is less soluble than the corresjlonding 
salt of ethylamine, and may be separated from it by crystallisation. 

Ethylhydrazine is a colourless, mobile liquid of ethereal and faintly 
ammoniacal odour.# It boils at 99 5° under 709 ^^^d distils 

undecomposed. It is very hygroscopic, forming white fumes with 
moist air, dissolves in water and alcohol with evolution of heat, and 
corrodes cork and caoutchouc. 

Ethylhydrazine gives Hofmann’s isonitrile reaction for primary 
amines with chloroform and alcoholic potassium hydroxide Bromine 
decomposes it with evolution of nitrogen, and it is also decomposed by 
nitrogen trioxide. • 
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Ethylhydrazine is a very powerful reducing agent. It reduces 
Fehling’s copper solution at the ordinary temperature and liberates 
silver from its oxide. It yields a black precipitate with Nessler’s 
solution. 

Ethylhydrazine reacts with aldehydes, with evolution of heat, to 
form ethylhydrazones, R.CH:N2H(C2H5). 

Potassium pyrosulphate, K2S2O7, acts on ethylhydrazine to form 
potassium ethylhydrazine-sulphonate, (C2H^)HN.NH(S03K), which, 
on treatment with mercuric oxide, gives potassium diazo-ethane- 
sulphonate, CjIIa-NiN-CSOaK), a substance which explodes violently 
when warmed, and otherwase resembles the diazo-benzcne-sulphonates. 

Asymm. diethylhydrazine, (CjTIJzN.NHj, is obtained by the 
reduction of the nitroso-dcrivativc of diethylamine: (C2H5)2N.NO + 
2112= (C.2Hr,)2N NH2 + n20. It boils at 96-99°, and closely resem- 
bles ethylhydrazine, but does not reduce Fehling’s solution unless the 
liquid is heated. It unites with ethyl iodide to form the compound 
(C2H5)3N2ll2l, which on treatment with oxide of silver yields a 
strongly alkaline solution of triethylazonium hydroxidi^ (C2H5)3N2- 
IIjOH, a powerful base analogous to tetrcthylammonium hydroxide 
(page 22); when heated with water, this decomposes into ethylene, 
diethylhydrazine, and water. Mercuric oxide, even in the cold, con- 
verts asymm. diethylhydrazine into letraethyltetrazone, (C2H5)2- 
N.N:N.N(C2irji)2, a colourless, strongly basic oil, volatile with steam, 
which yields a metallic mirror with ammoniacal silver nitrate. 

Sym. diethylhydrazine, NHEt.NIIEt, boils at 84-86°, and is con- 
verted by oxitlatiou with mercury oxide into mercury ethyl, HgEtj, 
nitrogen being evolved; nitrous acid transforms it into ethyl nitrite, 
and concentrated hydrochloric acid splits it up into ethyl chloride and 
ammonium chloride. 

M ethylhydrazine, NHMe.NIIn, has b. p. 87°; asymm. dimethyl- 
hydrazine boils at 63° and has sp. gr. 0.801/ 11°; sym. dim ethylhydrazine 
has b. p. 50-60.° • 

, Phenylhydrazine. C«H,N2=(CeIp5)HN.NH2. 

• 

Phenylhydrazine is prepared by the action of reducing agents on 
diazobenzene salts, CJIjNrNX. Thus benzenediazonium chloride 
may be reduced by the calculated amount of stannous chloride and 
hydrochloric acid; or the potassio-sulphitc with ’zinc-dust and acetic 



SUBSTITUTED HYDRAZINES. 


31 


acid, the product being subsequently decomposed by boiling with 
hydrochloric acid: 

CeHs.HN.NH.SOjK + HCl + H^O = KHS 04 + ‘ 


Phenylhydrazine is generally a colourless crystalline mass which 
melts at 23° to a slightly yellow oil and boils, with slight change and 
evolution of ammonia, at 241-242°. It distils unchanged at 120° 
under 12 mm. pressure. It volatilises in a current of steam, but not 
very readily. Phenylhydrazine dissolves sparingly in cold water, more 
readily in hot, and very readily in alcohol, ether, chloroform, and 
benzene. 

Phenylhydrazine is readily oxidisable, and becomes red and ulti- 
mately dark brown on exposure to air, from absorption of oxygen. 

Phenylhydrazine has well-marked antiseptic properties, and a 0.1% 
solution of the hydrochloride has been recommended as a sub- 
stitute for one of mercuric chloride of equal strength (Pharm. Joiir. 
[i;], 19, 608). 

Under certain undetermined conditions, contact of phenylhydrazine 
with tlie skin produces troublesome sores. 

Phenylhydrazine has well-marked basic properties, and forms well- 
crystallised salts. The hydrochloride crystallises from hot water in 
small, thin, lustrous plates, and is almost completely precipitated from 
its aqueous solution by concentrated hydrochloric acid, a reaction by 
which phenylhydrazine may be readily separated from aniline and 
several other bases. 

Solutions of the hydrochloride and other salts of phenylhydrazine 
act as powerful reducing agents. They reduce the salts of silver, 
mercury, gold, and platinum in the cold. Freshly-precipitated mercuric 
oxide is reduced, a salt of diazobenzene being reproduced. F-ehling’s 
solution is reduced in the cold, with evolution of nitrogen and precipi- 
tation of cuprous oxide, aniline and benzene being simultaneously 
formed. , 

Phenylhydrazines as a class are converted by aqueous copper sulphate 
into the corresponding aromatic hydrocarbon. « 1 his reaction affords 


1 Phenylhydrazine«Ls best obtained, as desenbed by V Meyer, by disssolving i ooo pa^ 
of amUne in a, ooo parts of concentrated hydrochloric acid, coolm^he sol^utwn |>y 
of ice, and then slowly adding an ice-cold solution of 7J nhtlmed 

of water To the cold solutipn of benzcn^iazimium chloride. C* Hi NNC. ^ obtained 
a solution of 4 so parts of stannous chlondc in an equal weight of hydrochloric 
added. The mixture soon sets to a white crys^lline oJ^llShil antf 

C«H»NiHj.HC 1. which is filtered or strained off. and with a mixture 

ether The free base is obtained by dissolving the hydrocldonde 
•odium hydroxide, and.aptating with ether, which is separated and evaporated. The 
product is purified by distillation. 
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a ready means of replacing an amino-group in an aromatic nucleus by 
hydrogen, the aromatic base being first converted into the correspond- 
ing hydrazine, which in the form of its hydrochloride or sulphate is 
added to a boiling solution of copper sulphate. 

If phenylhydrazine hydrochloride be treated with a cold solution of 
potassium nitrite, a nitroso-compound, C6n5(NO)N.NH2, separates 
in yellow flocks, which, on treatment with phenol and strong sulphuric 
acid, yield a brown solution, changing to green and blue. ( Liebermann’s 
test for nitroso-derivatives.) 

Phenylhydrazine combines directly with carbon dioxide, carbon 
disulphide, and cyanogen. The sulphonic acid (para) is employed 
for the preparation of lartrazin and other dyes. 

Phenylhydrazides. — The acetyl-derivative of phenylhydrazine, 
CflH5.IIN.NH(C2H.,0); which may be regarded as acetphenyl- 
hydrazidc, has powerful antipyretic properties, and has been introduced 
into German pharmacy under the name of “hydracetin.” The same 
substance is said to be the active ingredient of the preparation known 
as “pyrodine” {Pharm. Jmirn, [///], 19, 425, 508, io49)f • sub- 
stances seem to be uncertain in their action and dangerous in use; in 
fact, hydracctin is reported by Renvers to he a direct blood-poison, the 
antitliermic properties of which arc really due to destruction of the red 
corpuscles. 

“Orthinc” is the name given b^' R. Robert to orlhohydrazino- 
parahydroxy- benzoic acid: 

f (OH)f') 

C0II3 (iiN.Nign 
[ (CO.OII)^^) 

The free base is very unstable; but the hydrochloride is stable, reduces 
the persalts of the heavy metals, and possesses a marked antiseptic 
action, 

Phenylhydrazine in aqueous solution reacts very readily with the 
hydroxy-acids of die sugar group (c\ g., gluconic a»d galactonic acids, 
CjHgfOHls.COOII; arabinosc-carboxylic acid, ColIijOy) with elimi- 
nation of water, to ftjrm crystalline phcnylhydiazides, R.CO.HN.- 
NH(CeIl6). They are prepared by treating a 10 % sohition of the acid 
or its lactone with a moderate excess of phenylhydrazine and an equal 
quantity of 50% acetic acid, and heating the mixture to 100° for 80 to 
120 minutes. The hydrazide sometimes crystallises from the hot 
solution, but more usually separates on cooling. Any free mineral acid 



DETECTION OF PHENYLHA'DRAZINE. 


should be neutralised by sodium carbonate before adding the hydrazine, 
and bromides, chlorides and sulphates should be got rid of by adding 
acetate of lead. If a sugar be present, the osazone formed can usually 
be separated from the hydrazide by crystallisation from hot water. 
The products are beautifully crystalline, those derived from monobasic 
acids being but little soluble in cold, and only with difficulty soluble in 
hot water, while those from polybasic acids (e. g., saccharic, meta- 
saccharic, and mucic) are still less readily soluble. The compounds 
from isomeric acids usually present a close resemblance in their physical 
properties, but the acids from which they arc derived can be regenerated 
(in a pure state) by boiling the hydrazide for half an hour with 30 
volumes of 10% baryta water, which treatment hydrolyses them com- 
pletely. hTom the product, the phenylhydrazine is extracted by 
agitation with ether, and the aqueous liquid, with any precipitate which 
may have been formed, is boiled and treated with sulphuric acid in 
quantity sufficient to precipitate the barium as BaSO^. The filtered 
liquid yields the free acid or lactone on evaporation (Fischer and Pass- 
more, j5er.,*i^8Q, 22, 2728). 

The hydrazides are colourless and readily hydrolysed by alkalies and 
baryta. They can be readily distinguished from the hydrazones by 
the reddish-violet colouration they give \vhen dissolved in strong 
sulphuric acid and treated with a drop of ferric chloride solution. 

Detection of Phenylhydrazine. 

Simon (Compt. Rend., 1898, 126, 483 and Bull. Soc. Chim., 1898, 19, 
299) has given the following test for detecting phenylhydrazine and 
its substituted derivatives, which behave in the same way: The test 
is capable of detecting phenylhydrazine in a solution of i in *50,000. 
The solution is momentarily warmed with a few drops of aqueous 
trimethylaraine and several drops of a solution of sodium nitroprus- 
side are then added. A colour varying from blue to green is pro- 
duced which becomes more pronounced on adding a little concen- 
trated potassium hydroxide solution. If a little* acetic acid ^e added, 
either before or hfter the potassium hydroxide, the colour is of a sky- 
blue shade. Added in excess, acetic acid causes the colour to dis- 
appear. Ether and alcohol do not affect the test but chloroform and 
benzene interfere with it. Acetone gives its own colouration (the red 
of Legal’s test). Mineral or organic acids retard the production of 
.Vol. Vl.-fj • 
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colour until after the addition of potassium hydroxide. Ammonia 
does not interfere with the test. On heating the blue coloured liquid 
the tint becomes red when potassium hydroxide is present and clear 
yellow when it is absent. Simon’s reaction is not given by hydra- 
zones and seems to be characteristic of phenylhydrazinc and its sub- 
stituents. Negative results are given by formyl and benzoylphenyl- 
hydrazine (i. c., substituted compounds of the type Ph.NH.NH.Ac.). 

'I'he blue colour is easily distinguishable from that given by alde- 
hyde with the same reagents by its persistence in the presence of 
potassium hydroxi<le, ammonia and acetic acid. 

Rimini {Ann. Farm., 1S98, 102) states that pure trimethylamine 
does not give the above reaction but that it is due to the presence of 
formaldehyde which can be substituted with advantage in the test 
(see Vol. 1, p. 258). 

Estimation of Phenylhydrazine. 

Causse’s metliod is as follows {Compt. Rend., i8y8, 712). It 

is based on the reduction of arsenic acid according to the e(|uation 
AsnOj 4- ('«II|N^-- N^-f -f- As^(.).,. 'The solutions re- 

quired are; (i) 125 grm. of arsenic acid is dissolved as 125 c.c. of 
concentrated hydrochloric acid, the cooled solution filtered and made 
up to I litre witli glacial acetic acid; (2) N;io iodine solution; (3) 
200 grm. of sodium hydroxide (free from sulphides) dissolved in i 
litre of water; (4) cold saturated solution of sodium hydrogen car- 
bonate. 0.2 grm. of the sample of phenylhydrazine or its hydro- 
chloride is placed in 500 c.c., 60 c.c. of the arsenic acid solution added 
and the li([uid boiled under a reflux condenser, using a spiral of plat- 
inum ware to prevent bumping. When action has ceased, that is, 
after about 40 minutes, the liquid is cooled, 200 c.c. of water is added 
and then sodium hydroxide until tlie liipiid is alkaline, and finally a 
drop or two of hydrochloric acid. 60 c.c. of tfte sodium hydrogen 
carbonate arc then added and the arsenious acid estimated by iodine 
solution and starch. The method can be applied also to aromatic 
phenylhydrazones, but in the case of fatty phenylhydrazones the alde- 
hyde should be removed before titration on lyzcount of its action on 
arsenic acid. 

Hydrazones. — Phenylhydrazine behaves in a highly interesting 
manner with aldehydes and ketones, with w’hich it reacts with elimma- 
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tion of water to form hydrazones. Most of the substances of this class 
are solid and crystalline, and therefore well suited for tlie recognition 
of the aldehydes or ketones producing them. The action is general 
for substances containing the carbonyl group, CO, but is sometimes 
complicated by the presence of other reactive groups. Thus com- 
pounds containing tlic a-ketone-alcohol group — ('H(OII).CO — react 
in the cold with only i molecule of phenylhydrazine to form colour- 
less compounds containing the group Cn(OH).C.(N.NII('plIr,). 

Osazones. — When the compound thus formed is heated with excess 
of phenylhydrazine, the alcohol group undergoes oxidation, reacting 
at the same time witli a second molecule of phenylhydrazine and giving 
rise to a yellow compound containing the complex group — C(N.- 
NlICon5).C(N.NHCaH5). Compounds of this kind, in which 2 hy- 
drazine-residues are attached to 2 (ontiguous carbon-at^ms, are call(‘d 
osazones, and may be obtained directly by the action of phenylhydra- 
zines on the di ketones. They are of interest in connection with tlic 
carbohydrates, which may fre(|uently be recognized by means of tiieir 
characteristV osazones A solution of ])henylhydrazine hytlrochloride 
containing sodium acetate can be used for the detection of sugar in 
urine. 

Pyrazolines. — .'\n unsalurated hydrocarbon group (c g , allyl, 
C,Hr,), if contiguous to the carbonyl group, may also react with 
phenylhydrazine- 

N N.(^„1I, 

CH, CH.C0II + C'„II,,HN.MI,=-1I,<) I !| i 

Acrolein. Phcnylhydrazin<- W.itrr ^ 'j j ("JJ 

Phenyl iiyi.izulinc 


Pyrazolones. 

The pyrazolones* are derivatives of a substance of the formula 
C3H4N2O, the synthesis of which has been affected by Balbiano {Bcr., 
1890, 23, 1103). l^e relationship of pyrazolone to pyrazol®, pyrazo- 
line, and pyrazol'dine is shown by the following formula: 

/N : CH ’ /N : CII .N : CTI .NH CIf3 

NH< I NH( I NH<; 1 NH( | 

^CH:CH. ^CHj.CH^ X'O. CH^ ^CIIj CH, 

Pyrazolc. Pyrazohne. Pyrazolone. Pyrazohdine. 
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Phenylpyrazolones. Antipyrine. 


1 :3-Phenyl-methylpyrazolone, CjoIIioONj; 

/\ 

N (’O 

II I 

CII,.( -CII, 


When phenylhydrazine is added to ethyl aceto-acetate, CH3.CO.CH2.- 
C0.0(C2H5), the two sul^stances interact in the cold, with elimination 
of water, to form CH3.C(N.NHPh)CH2.CO.O(C2HJ.' On heating, 
the hydrazone thus formed splits up into alcohol and phenyl- methyl- 
pyrazolone, a substance which was originally regarded by its discoverer, 
Knorr, as a mcthyl-oxyquinizine. 

To prepare i:3-phenyl-mcthylpyrazolone, 100 parts of phenyl- 
hydrazine are added to 125 of ethyl aceto-acetate, the water which 
forms is separated, and the oily product is heated for 2 hours on a 
water-bath, until a portion is found to solidify on coolii\g, or on the 
addition of ether. The warm mass is poured into and stirred with 
ether, which removes colouring matter, and the white crystalline prod- 
uct washed with ether, and dried at 100°. The yield is quantitative 
and the product pure. It is almost insoluble in cold water, ether, and 
petroleum spirit, more readily in hot water, and easily in alcohol. It 
crystallises from hot water or alcohol in hard brilliant prisms and 
melts at 127°.* The hydrochloride, CjoHioONjjHCl-f-ILO, melts 
at 96“^, and the platinichloride, (CioHioON2)2H2ptCle-l-4H20, in 
prisms melting at no.® Phenyl-methylpyrazolone yields crystalline 
precipitates with salts of many of the heavy metals. With silver 
nitrate an aqueous solution gives crystals of C,„H,AgON,+ 

‘ Antlthermln.— When an aqueous solution of levulinic acid (aceto-propionic acid), 
CHi.CU.CHj.CHj CO(3II, is added to an c<iuivalent amount of phenylhydrazine, dis- 
solved in dilute acetic acid, a yellow precipitate is produced oLthe hydrazone, CHiC(N - 
NHPh) .CHj.CHj COOH, When recrystalliscd from alcohol, this forms large colourless, 
odourless crystals ol a slight bitter taste, melting at io8°, and nearly insoluble in water, 
but soluble in alcohol, ether, and dilute acid. It has met with a limited application as an 
antipyretic under the nameVif antithermin and also in cases of phthisis and Bnght's disease. 
It 13 decorrrposcd by alkalies with liberation of phenylhydrazine, to which fact ii probably 
owes its physiological activity c 

* When a mixture of phenyl-methylpyrazolone and phenylhydrazine is heated to boiling, 
bisphonyl-methylpyrazolone, C>oHuO:Nc is formed Heated with methyl alcohol or 
methyl iodide it yields diantipynne, CnHji02N4, melting at, 245 °, and distinguished from 
antipyrine by its sparing solubility in water and the m p . of its picrate ( 161 '^. 
When the compound CjoHigOjNi is treated in alkaline solution with excess of sodium nitrite, 
and the mixture poured into dilute sulphuric acid, pyrazoU-blut CmHuOiNi, separates in 
flocks. When crystallised from chloroform it forms blue needles, insoluble in water, dilute 
acids, and alkalies, and only sparingly soluble in alcohol and ethoc. Its solutions in chloro- 
form and strong sulphuric acid has an indigo blue colour. 
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C^qHioONj. The ultramarine cobalt compound and the orange- 
yellow uranium salt are especially characteristic. 

i-Plienyl-2 ;3-Dimethylpyrazolone. Antipyrine. Phenazone. 




NPh 

/\ 

Me\ (O 

! I 

MeC=CH 


NPh 

/\ 

(Knorr) or ^teX C 

II o ll 

MeC— CII 


(Michaelis*) 


When i-phenyl-3-mcthylpyrazolonc is heated with methyl iodide, a 
further action takes place, with formation of phenyl-diinethylpyrazo- 
lone, a substance known generally as “antipyrine,” less commonly as 
“analgcsin,” and called in the additions to the British Bharmacopa ia 
(1890), phenazone. It is official in the German Bharmacopaia under 
the name of Anlipyrimim. 

Antipyrine is prepared by heating equal parts of phenyl-methyl- 
pyrazolone,* nncthyl iodide, and methyl alcohol to icx)° in a closed 
vessel. The dark product is decolourised by boiling with sulphurous 
acid, the alcohol distilled off, and the residue shaken with strong 
sodium hydroxide, when the base separates as a heavy oil. This is 
separated and treated with ether, in which it is sparingly soluble. On 
separating the ether and evaporating off the solvent, the antipyrine is 
obtained as a mass of crystals which are purified by rccrystallisation 
from toluene. 

Antipyrine forms small, lustrous, rhombic needles or plates, which 
are odourless, but have a somewhat bitter taste. When perfectly 
anhydrous it melts at {British Bharmacopa ia, German Bliarma- 
copa'ia; 113° United States Bharmacopaia, 8th Rev.), but on ex- 
posure to air takes up a small proportion (0.6 %) o’f water, and 
in that state melts at 105°- 107°. The hygroscopic water may be driven 

’ Michaelis {Annalen, 1902, ^20, 1) considers that the formula given, which represents 
antipyrine as a a 5-pyrazole, is more in accord with its properties than the customary 
formula which represents it as a pyrazolone Michaelis’ formul^ best explains the formation 
and properties of atitlopyrtte, ^ 

NMc-CM« NMe-CMe NMe-CMe 

NPh<^ ^NPb| imincpyriwe, NPh/ ^N hI thtopyrtn*, NPh<^ yS I 

c - in • c - cn c - ch 

NMe-CMe 

/ V I 

•nd seknopyrint, NPh<^ ySe I (Compare Btr., 1899, 3a, 2398; 1901, 34 » 723) 

^C - CH 
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off by exposing the substance to a temperature of ioo°, when the 
original m. p. is restored. 

Antipyrine is soluble in about its own weight of cold water, and in 
less than half its weight of boiling water. It dissolves in twice its 
weight of al)solute alcohol, but in little more than its own weight of 
rectified spirit ( i part of alcohol, United States Pharmacopo’ia, 8th Rev.). 
Antipyrine is soluble in an equal weight of amyl alcohol, and in one 
and a half times its weight of chloroform, but requires about 50 parts 
of ether for solution (30 parts of ether at 25°, United States Pharma- 
copu'ia), is difficultly soluble in benzene, and nearly insoluble in 
petroleum spirit. 

On adding strong sodium hydroxide to an aqueous solution of anti- 
pyrine, the base separates as a milky precipitate, which speedily collects 
into oily globules. On adding a little ether, these immediately solidify 
to white crystals without appreciably dissolving, but they dissolve 
instantly on adding chloroform (J. C. Waterhouse). 

An acjueous solution of antipyrine exhibits no alkaline reaction with 
litmus or phenolphthalein, but destroys the red colour (>f'an acidified 
solution of methyl-orange. Free antipyrine may Ije estimated with 
accuracy by titration in aqueous or alcoholic solution with methyl- 
orange. 

Antipyrine is a strong monacid ba.se. Its salts, most of which are 
soluble, do not readily crystallise, with the exception of the piirate 
(m. p. 188^); the Jerrocyanide (C, , 11 , ,0X2)0, ll^C'fy, which forms a 
crystalline precipitate; the platinuhloridey (C,,H,20N2)2,H2FtClB-f 
211,0, which forms yellowish-red prisms m. p. about 200°; and the 
salicylate (page ^5). 

Wlien antipyrine is heated with hydrochloric acid under pressure 
to 200°, it suffers complete decomposition, yielding much aniline and 
a small quaiffity of methylamine, besides other products. On distilla- 
tion with zinc-dust is yields benzene, aniline, a base boiling at 86° to 
87°, and other products. ‘ 

Antipyrine is unchanged by treatment with reducing agents in the 
wet wa)S but with oxiilizing agents it gives a** series of interesting 
reactions (Gay and Fortum?, Pharm. Jour. [///], 18, 1006). Thus when 
boiled with potassium chlorate and hydrochloric acid, antipyrine gives 
a rcddisli-yellow liquid, which on cooling deposits bright-red oily 
globules which dissolve in chloroform with greenish-yellow' colour. A 
solution of bleaching pow'der produces no change" in the cold, but on 
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heating a brick-red precipitate is formed, and the liquid is coloured 
yellow. Sodium hypochlorite is said to give the yellow colouration on 
heating without any precipitate being formed. Chlorine-water 
produces no change, and bromine-water a light yellow precipitate, 
dissolving on heating. Potassium dichromate and permanganate are 
reduced by acid solutions of antipyrinc. 

Wlien a solution of iodine in potassium iodide is added to a solution 
of antipyrine, a precipitate is formed w’hich disappears on agitation, 
leaving the solution colourless; but on further addition of the reagent, 
a permanent brick-red precipitate is produced, perceptible in a dilution 
of I in 20,000. According to Manscau (Pharm. Jour. 20, 162), 
the point at which a permanent precipitate is formed is perfectly 
definite, and he suggests that the purity of a sample can be ascertained 
by titration with a standard solution of iodine. Millard and Stark 
{Pharm. Jour. [Hi], 20, 863) find that the point of permanent precipita- 
tion depends to a marked degree on the dilution of the antipyrine 
solution. Thus in a C solution, i grm. of antipyrine gives a per- 
manent precipitate after the addition of 3.9 c.c. of N/To iodine, while 
with twice the volume of w’ater 7.2 c.c. are required. I'he authors 
state that more concordant results are obtainable by using starch as an 
indicator. They dissolve 0.5 grm. of the sample of antipyrine in 
200 c.c. of water, add plenty of starch .solution, and then drop in 
N/io iodine solution gradually ifntil a distinct l)lue colouration is 
obtained, which does not disappear on vigorously shaking or 
stirring the mi.xture. E. Munzer has described an iodo-antipyrine, 
CjjHjjIONj, which forms colourless, tasteless needles, m. p. 160°. 
(Compare page 43.) 

An acid solution of mercuric nitrate gives a white precipitate with a 
solution of antipyrine. 2 c.c. of Millon’s reagent and 4 c.c. of a 1% 
(neutral) solution of antipyrinc give a white precipitate* in a yellow 
liquid; in a solution acid with hydrochloric acid, a yellow precipitate in 
an orange-yellow liqaid, the precii)ilate eventually becoming red. In 
a solution 10 times more dilute a yellow precipitate and green liquid 
results, and in an acid solution of i part of antipyrme in 20,000, a white 
precipitate and yellow liquid, i c.c. of a saturated solution of mercur- 
ous nitrate added to twice its volume of a 1% solution of antipyrine 
gives a yellow precipitate floating on a blood-red liquid. 

If antipyrine be heated with strong nitric acid till action commences, 
and- the liquid be th6n allowed to cool, a fine purple colouration is pro- 
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duced; on adding water a violet precipitate is thrown down, and the 
filtered liquid is purple-red. 

Iso-nitroso-antipyrine . — Several of the foregoing indications are 
probably due to the presence of nitrous acid, which (if added in the 
form of red fuming nitric acid) gives with a i% solution of antipyrine 
a beautiful green colouration, .still perceptible when diluted to i in 
20,000; when the liquid is heated it becomes purple-red. In strong 
solutions a copious formation of small, green, needle-shaped crystals 
occurs. These consist of isonitroso-antipyrine, C,iHii(N0)0N2, 
and are bc.st obtained by adding a solution of sodium nitrite to a solu- 
tion of antipyrine in acidified water. The lujuid at once becomes 
bluish-green in colour, and an abundant formation of crystals speedily 
occurs. These may be washed with cold water, and dried at the ordi- 
nary temperature. ' Nitroso-antipyrine explodes when heated to about 
200°, is nearly insoluble in water and dilute acids, soluble in alkalies 
and in acetic acid, moderately soluble in alcohol, and sparingly in 
chloroform and ether. Hy treatment with zinc and acetic acid it is 
converted into an oily base. • • 

The green colouration of antipyrine with nitrous acid is delicate 
and, to a certain extent, characteristic, but is common to all pyrazolones. 
A. C. Stark recommends that the test .should be applied by dissolving 
potassium nitrite in a test-tube in a little water, adding excess of strong 
sulphuric acid, and then filling the tube with the liquid to be tested. 

Antipyrine dissolves without colour in pure anhydrous ethyl nitrite, 
but a green colour is immediately developed on addition of water. 
When antipyrine is added to spirit of nitrous ether containing free acid, 
the mixture rapidly acquires a dark-green tint, and green needles of 
iso-nitroso-antipyrine separate. The action (which does not occur if 
any free acid be neutralised by potassium hydrogen carbonate) derives 
practical importance from the fact that spirit of nitrous ether and 
antipyrine are not infrequently dispensed in conjunction. A mixture 
of the kind is alleged to have been fatal to the {Aitient, but it is very 
doubtful if the nitroso-derivative of antipyrine was the cause of death; 
for direejt exhibition of the compound to a small rabbit, both hypo- 
dermically and by the stomach, in doses commencing at i /2 grain, and 
gradually increased to 4 grains, produced no perceptible toxic effect 

* The liquid filtered from the crystals graduallv changes colour from green to brown, 
and alter standing for s<.nne hours is found to smell of hydrocyanic acid, but the quantity 
of this substance formed appears to be very minute {'Wood and Marshall, Pharm. Jour. 

!♦»*]. * 9 » 
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{Phartn. Jour, [in*], 18, 1085). Similar experiments have been made 
on dogs {Pharm. Jaur. [f//], 19, 807). 

Anlipyrine gives a very delicate and characteristic reaction with 
ferric chloride, which, in a P solution, produces a blood-red coloura- 
tion. The reaction is still veiy' distinct in a solution of i in 2,000, and 
perceptible at a dilution of i in 50,000. The red colouration is 
destroyed by excess of mineral acids. The reaction is at once given 
by urine containing antipyrine. 

On mixing cold acpicous solutions of antipyrine and mercuric 
chloride, a white precipitate is formed. On boiling the liquiil this 
disappears, but on continued boiling a brown resinous substance is 
deposited, whicli, when separated, is found to be soluble in hot alcohol 
and in nitric acid, and is coloured scarlet by concentrated sulphuric 
acid. 

Antipyrine behaves in the general manner of alkaloids. Thus, in 
acid solutions it gives a yellowish- white precipitate with Mayer’s 
reagent, and the same with Marmd’stest (potassio-cadmium iodide) ; a 
green preci^tate changing to orange-red with bismuth potassio-iodide; 
an abundant reddish-yellow precipitate with Nessler’s reagent; a white 
with s<Klium phosphomolybdate and an abundant white precipitate 
with tannin.^ 


Pharmacopoem Requirements. 

The requirements of the United State Pharnutcopwia, Eighth 
Revision, are as follows: 

M. p. 113®. Must not leave a “weighable residue” on ignition. If 
to an aqueous solution, tannic acid (T.S.) is added an abundant w'hite 
ppt. is formed. If o.i grin, of sodium nitrite and 12 c.c. of an aqueous 
solution of antipyrine (i in 100) be mixed, a nearly colourless Ihjuid is 
obtained which upon the addition of i c.c. of dilute Sulphuric acid 
develops a deep green colour (formation of isonitroso-antipyrine). 

If to 2 c.c. of a dilute aqueous solution of antipyrine (i in t,ooo) i 
drop of ferric chloride T.S. be added, a deep red colour is produced 
which upon the addition of 10 drops of sulphuric acid is changed to 
light yellow. 

Two c.c. of an aquqous solution of antipyrine (i in 100) mixed with 

* The reactions described in the text sufficiently indicate the pharmaceutical preparations 
with which antipyrine is incompatible. Thus it should not be disfienscd in a mixture 
with nitric acid, nitrites, chloral hydrate, solid sodium salicylate, carbolic acid, tannin, 
i^me, mercuric chloridif, salts of Iron, permanganates, or tinctures of infusions of catechu, 
anchona, roses, galls, rhubard, etc. (see Millard and Stark, Pharm. Jour, [mj, ao, 860). 
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an equal volume of nitric acid assumes a yeliow'ish colour, passing to 
crimson on warming (distinction from acetanilide and acetphenetidine). 

On warming o.i grm, of antipyrine with sodium hydroxide T. S. 
and again warming after the addition of chloroform, the disagreeable 
odour of phenyl isocyanide should not be developed (absence of 
acetanilide). 

According to the German Pharmacopoeia, the solution of antipyrine 
in 2 j)arts of water should be neutral, free from acrid taste, and not 
changed by hydrogen sulphide water. A 2[() .solution should give a 
white precipitate with tannin; and on addition of 2 drops of fuming 
nitric acid to 2 c.c. of the solution, a green colouration should occur, 
changed to red on boiling and adding another drop of nitric acid.^ 
2 c.c. of a 0.2% solution gives a deep red colour with a drop of ferric 
chloride solution, changed to bright yellow on adding 10 drops of 
sulphuric acid. 

'rhe Japanese Pharmacopaia is similar to the (ierman in its tests. 

Antipyrine has now an established position and wide application in 
medicine. Although originally introduced as a febrifug(?;*it is taking 
a still higher place as an anodyne. Given in 10 to 20 grain doses in 
cases of bilious and nervous headache, it often elTects a remarkably 
rapid and perfect cure. It has been usefully injected hypodermically 
in 8-grain doses as a substitute for morphia; and for the relief of 
pain in acute and chronic gout, iteuralgia, .sciatica, etc. The sub- 
cutaneous injection of antipyrine is said not to be followed by 
drow.siness, vomiting, or excitement. It is stated to be almost a specific 
in puerperal fever. It- has been found valuable as a hemostatic, 
and has proved successful in some cases of sea-sickness, but by no 
means invariably. Antipyrine causes an almost immediate reduction 
in the temperature of the body (apparently from its inlluence on the 
brain-centres*regulating the temperature), the effect continuing from 4 
to 6 hours. It induces sweating and feeble pulse, and in excessive 
doses, or even small doses in certain cases, an Eruption resembling 
nettle-ra.sh, occasionally with vomiting and collapse." Atropine has 
been fouqd to act promptly as an antidote. * 

• 

‘ This red colouration is said by Sperling (C/ufm Cenir . 1906, i, 1118) to be due to nitro- 
antipynne it is not always distinctly apparent and sometimes a brown colouration is 
obtained. Antipynne and all its derivatives except aminovitipynne give the following 
reaction: a drops of fuming nitnc acid are added to a-j c c. of a i % solution in water 
and then 5 % of cone suiphunc acid are cautiously added. A cherry-red nng is formed 
at the surface of contact and when the layers are mixed the colour permeates the mixture 

* The exhibition of antipynne is unsafe when the heart is wealc^ A case where severe 
symptoms were produoed by a dose of i grm has been recorded by»Schwabe {Pharm. Jour. 
♦»»], ao, IOS9). 
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Antipyrine may be detected in the urine for i8 to 24 hours after it 
is taken by the stomach, but can be detected only for a few hours in 
the different organs. It has been detected, after putrefaction for a 
fortnight, in animals killed within 2 hours afttw its administration, 
either by the stomach or hypodermically. 

Antipyrine is readily e.xtracted from animal matters, by rendering 
the liquid ammoniacal and agitating it with chloroform or amyl 
alcohol. 

Steensma (Pharm. Weekhlad., 1907, 44, to66) recommends p-dx- 
methylaminobenzaldehyde as a means of detecting antipyrine. 'I'he 
reagent is prepared by diluting a solution of i grm. of the aldehyde 
in 5 c.c. of 25^'J, hydrochloric acid to 100 c.c. with absolute alcohol. 
When a small portion of this solution in presence of a trace of antipyrine 
is evaporated in a porcelain di.sh to dryness on the water-bath, a light 
red stain is left. The test serves to detect 0.001 mgrm. of antipyrine. 
Aqueous solutions should be extracted with chloroform, the solvent 
evaporated and the residue dis.solved in the reagent. 

Estimation of Antipyrine. 

I. Kippenberger’s lodometric Method. — On adding a solution 
of iodine or an iodide to aqueous solutions of antipyrine, acidified or 
not, a brown tarry, non-cry.stallisablc mass of the composition 
('jjHjjONj, HI, 1 2, separates. Advantage may be taken of this fact 
to separate antipyrine from phenacetin, sulphonal, acetanilide and 
aniline salts if acid be present, hydrochloric acid being most suitable. 
The process is carried out as follows: 

To the solution of antipyrine (as concentrated as possible) con- 
tained in a stoppered flask, a .solution of iodine is added, made by 
mixing 100 c.c. of an N/20 iodine .solution, containing ‘10 or 20 grm. 
of potassium iodide per litre, with about 4 c.c. of hydriodic acid 
of sp. gr. 1.7 (52% III). Only a small excess of iodine solution is added 
and the flask then well shaken until the liquid becomes clear, the 
precipitate adhering to the walls of the flask. The liquid. is filtered 
through a small asbestos filter into a dry burette and in an aliquot 
proportion of the filtrate the iodine is estimated by N/20 thiosulphate. 
21.3 c.c. of N/20 iodine = 0.1 grm. of antipyrine. The error due to the 
solubility of the periodide is generally negligible, but may be corrected 
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for by standardising the iodine solution against a solution of antipyrine 
of known strength. 

Salipyrine and other antipyrine salts may be estimated in the same 
way. 

2. Picric Acid Method (Lcmairc, Pliarm. Jmir., igo$, 74, jj). — 
A known volume of the solution containing antipyrine is treated 
with a definite excess of an N/20 solution of picric acid and the spar- 
ingly soluble picrate filtered off after standing. The free picric acid is 
estimated in an aliquot portion of the filtrate by titration with N/io 
sodium hydroxide, using phenolphthalein as indicator, i mol. of 
antipyrine (188) combines with i mol. of picric acid (229). 

Detection of Adulterants in Antipyrine. 

The following methods are given by Raikow and Schtarbonow 
(Oes/er, Chem. Zeit., iqoo, 3, 125). 

Acetanilide (antifebrin) and phenacetin (/>-acctamino-phenetole) can 
be detected by boiling the antipyrine with conccnt^att^> phosphoric 
acid, the 2 anilides yielding acetic acid under these conditions, which 
can be recognised by its smell. Antipyrine gives a yellow colour with 
phosphoric acid which gradually changes to brownish-yellow, acetani- 
lide gives a faint yellow colour which becomes brown on boiling. With 
phenacetin the solution is tirst r 5 sc coloured, then brownish red, 
changing through reddish-violet to violet, bluish-green to a dirty green. 
The appearance of a violet colouration is specially characteristic of 
phenacetin. 

Acetanilide and phenacetin arc distinguished by their different 
behaviour on hydrolysis with potassium hydroxide. A few grm. of 
the substance arc heated with 2-4 c.c. of cone, aqueous potassium 
hydroxide in* a test-tube, fitted with a rubber stopper through which 
passes a glass tube connected with a second test-tube containing 1-3 c.c. 
of a clear solution of calcium hypochlorite (bleaching powder). If 
acetanilide is pre.sent in the antipyrine the first drops of the distillate 
produce ,the well-known violet colouration chafacteristic of aniline. 

In the absence of acetanilide and presence of phenacefin the first drops 
give no colouration but subsequently a bricl^-red turbidity due to 
phenetidine is produced. Finally an amorphous red substance sepa- 
rates on the surface of the liquid, which becomes clear yellow in colour. 

If the receiving test-tube be changed when both atetanilide and ohe- 
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nacetin are present, the two indications may l)e observed success- 
ively. On boiling a mixture of phenacelin and antipyrine with 
potassium hydroxide the distillate does not give the al)o\e described 
red colouration characteristic of phenacetin but the solution becomes 
yellowish-green and then yellowish-grey. With antipyrine alone the 
bleaching powder solution remains colourless. 

Exalgin (methylacetanilide) when boiled with phosphoric acid is 
readily hydrolysed, giving acetic acid and the phosphoric acid becomes 
coloured intensely golden yellow. On boiling with potassium hydrox- 
ide, methylaniline distils over and collects in oily drops on the surface 
of the calcium hypochlorite: a green colour is produced which becomes 
greyish-green and finally a dirty green. 

Salipyrine (Antipyrine Salicylate), CjjIIjjONojCjIIoOj. — If sali- 
cylic acid be gradually added to a dilute boiling solution of antipyrine, 
antipyrine salicylate separates as a yellowish oil. 'hhe compound can 
be more conveniently prepared by heating equivalent proportions of 
antipyrine and salicylic acid with a little water to 90°, or by shaking 
together anUtjueous solution of antipyrine with an ethereal solution of 
salicylic acid, when the salt separates in fine crystals. Antipyrine 
salicylate melts at 91-92"^, and decomposes at a somewhat higher 
temperature, dissolves in 250 parts of cold water and in 25 parts hot, 
and readily in alcohol, ether, chloroform, and carbon disulphide. The 
aqueous solution is faintly acid in reaction, and has a sweet taste and 
bitter after-taste. It gives a violet-red colouration with ferric chloride, 
and green with nitrous acid. Antipyrine salicylate has been employed 
with favourable results in medicine under the name of “ salipyrine. 

A mixture of anti])yrine and sodium salicylate gradually changes to an 
oily liquid on exposure to air. The change, which does not occur in a 
closed bottle, appears to be simply due to absorption of moisture by the 
salicylate and the solution of the antipyrine in the water thus absorbed. 
Antipyrine salicylate is official in the Japanese Pharmacopeia. 

Resalgin (Resoj^yrine). — Antipyrine becomes pasty when mixed 
with /?-naphthol, and appears to form a compound with phenol. Under 
the name of “resopyrin,” Fortes has described a compound obtained 
by mixing solutions of molecular proportions of resorcinol and anti- 
pyrine. It crystallises in oblique rhombic prisms, insoluble in water 
but soluble in alcohol. 

H3rpnal (Chloral-antipyrine), C,,H,i(C2H2Cl30)0N2. — When 
dilute solutions of chloral hydrate and antipyrine arc mixed no per- 
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ceptihle reaction occurs, but on concentrating the liquid, or on mixing 
strong solutions of the 2 substances, a separation of oily globules 
takes place, and these immediately or gradually change to a mass of 
crystals of rhlorabantipyrine. The same substance may be obtained 
by healing molecular f)roportions of chloral hydrate (165.5 parts) and 
anlipyrine (188 parts) to 110-115”. The action consists in elimina- 
fion of water and substitution of the group ('Cl^.CIKOIl) for one of 
the hydrogen atoms o{ the anlipyrine; hut whether the replaced atom 
is one of those of the methyl groups, or the hydrogen atom of the CH 
group, is not definitely decided (compare /^/larw. Jour. [Hi], 20, page 
862 with page 889). 

( hloral-antipyrine, also called hypnal, crystalli.ses from alcohol in 
hard scales and from water in transparent rhombs. It melts at 
67-68°, is almost odourless, and has a saline taste with an after-taste 
suggestive of chloral. It is only slightly soluble in cold alcohol, ether, 
and chloroform, bul somewhat more soluble in boiling alcohol, aud is 
dissolved by about 8 ])arts of warm water. The solution reduces 
FT'hling’s solution on warming, gives the blood-red reaftion of anti- 
pyrine with ferric chloride, and yields chloroform when heated with 
dilute alkali hydro.xide VVdien chloral-antipyrine is kept in a meltecl 
state for some time, it deposits ciy^stals of a dehydration compound, 
which is insoluble in water, melts at 186-187°, and gives no colour- 
change with ferric chloride. According to Reuter {Pharm, Jour. 

20, 602) chloral-antipyrine is physiologically inert, but Bardet found 
doses of I grm to induce sleep as readily as chloral hydrate, while in 
ca.scs of insomnia caused by pain it .seemed to have the same anodyne 
efTect as antipyrine. Schmidt found the monochloral-derivativc to 
have more decided soporific efTect and a less deleterious inlluencc on 
the circulation than antipyrine. 

Bi( hloral-ahtipynnc is obtained by heating antipyrine with excess 
of a strong .solution of chloral hydrate, when an oily layer is formed, 
which solidities to prismatic cr}'stals melting at 67-68°, .soluble with 
some dis.sociation in 10 parts of cold water, and giving the reactions 
of chlorak-antipyrine. * 

Butylhypnal, a compound of antipyrine with butyf chloral hydrate, 
forms colourless needles, m. p. 70°. 

Tussol, antipyrine mandelate, C,jr,20x\2,CeH5.CH0H.C03H, 
obtained by fusing togetlicr antipyrine and mandelic acid, forms 
colourless crystals, m.p. 5 2-55°; it is sparingly soluble in water (i in 15), 
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easily so in alcohol. It may he recognised hy its m. p., by giving a red 
colouration in aqueous solution (i in 20) on adding ferric chloride, ami 
a smell of henzaldehyde when warmed with potas^ium permanganate. 

Migrainine (migranin) is a mixture of qo.q parts of antipyrine 
6.6 parts of citric acid and 8.5 parts of caffein. 

To estimate antipyrine in migrainine, i.i grm. is ilissolved in 100 c.c. 
of water, 20 c.c. of the solution is mixed with 20 c.c. of an alcoholic 
solution of mercuric chloride (2.5 grm. IlgCL 

alcohol) and an alcoholic solution of iodine is added which (ontains 
I ^51 grm of iodine per 100 c c. The iodine solution is , stand. irdi.sed 
in the same manner against 20 c.c. of a i'\\ .solution of pure antipyrine. 
20 c c. of the migrainine should use as much iodine as o 2 grm. of 
antipyrine. 

Tolypyrine is i-(7-Tolyl 2 ^^-diirndhylpyrazolone, 

* (■(). ( if 

II 

^ NMe.t'Mc. 

For tests .see table on following page. 

Thiopyrine (d'hioantip) rim*) 

( Nfe : NMe 

I •NNPh, 

(i-phcnyl-2 -3-dimethyl 2-5-thiopyrazole) is a less energetic antipyretic 
than antipyrine, but is said to have no injurious after-efTects. It melts 
at 1 66°. It gives a transient green colouration with ferric chloride 
but not with nitrous acid. The crystalline hydroditoride haft m. p. 
128°, the platiriichloride is brownish-red and melts and decomposes at 

215* 

Selenopyrine (selenoantipyrine), (Michaelis), forms lustrous pale 
yellow crystals, m. p. 16^°, does not develop a colouration with ferric 
chloride, and only a faint green colouration with nitrous acid. 'J'he 
hydrochloride and sulphate do not crystallise. 

Pyramidone (Dimcthylaminoantipyrinc, i -Dimethyl amino- 2:3- 
dimethylpyrazolone). ilierman Patents, 71261 ; 90959 ; 111724. M. p. 
108°. 

The following table, according to Hofmann iZeit. Unt Nahr u. 
Geniisstn., 1900, 6, 419), shows differences in behaviour of antipyrine, 
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tolypyrine, amino-antipyrine and pyramidone. (Compare, however, 
Monferrino, infra.) 



Antipyrine 

Tolypyrine 

Aniino-antipyrine' Pyramidone 

Ferric chloride. 

Red brown col- 
our, ( I in 2,000) 

Red -brown col- 
our 

Violetcolour (1 in 
20,000). 

Blue by reflected , 
violet by trans- 
mitted light. 

Sliver nitrate 

No change 

No change 

Reddish to red- 
violet colour. 

Colour first blue 
then silver then 
separates. 

Nitrous acid. 

Bright green 

G reen 

Fugitive red 

Blue inclining to 
violet. 

Nitric acid. 

Warm, deep red 

Cherry red 


No red colour- 
ation. 

Wagner's reagent. 

Brown rc<l ppt 
(t in 2.000), 
which di!>ap- 
pears on heat- 
ing 

Brown -red ppt 
(1 in 2,000) 
which disap- 
pears on heat- 
ing 

Y ellowish-brown 
turbidity ( i in 
2,000), disap- 
pears on heating 
giving rcd-vio- 
let solution 

Violet colour- 
ation. Excess of 
the reagent gives 
a turbidity, 
which dissolves 
on warming. 

Bromine water 

White pp 

White ppt 

Yellowish-white 
ppt. ( I in 2,000). 
In 1% solution 
the ppt. is bril- 
liant violet-red. 
Ammonia de- 
stroys the col- 
our, sulphunc 
acid restores it. 

i Concentrated 
solutions give 
a black or gray 
,g3louration. 

a% solution 
of blood mixed 
with 4 times its 
volume of hy- 
drogen peroxide 

Brown colour 
due to meta- 
Rcmoglobm 

Brown colour 
due to nieta- 
luemoi^obin 

When HjO? add- 
ed a faint red 
colour, which 
on adding blood 
turns dark red 
with tendency 
to blue 

In very dilute 
solution gives 
violet colour- 
ation 


Distinctive Tests for Antipyrine, Pyramidone and 
Nevralteine. 

Monferrino {Boll Chim. Farm., 1909, 48, 515) states that when 
present together in aqueous solution the 3 compounds may be 
detected by the following tests (Note: Nevralteine is sodium ^-phe- 
netidinemethanesulphonate). 


Roagent Antipyrine j Pyramidono 


Potassium nitnte and Green colouration changing ' Transient amethyst-violet colour- 
concentrated sulphunc I to bluish green ation when present in greater 

I I quantity than antipyrine. 
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A little of the violet liquid obtained by the addition of ferric chloride 
when added to concentrated sulphuric acid gives a green colouration 
if nevralteine is present. 

Detection of Pyramidone in Urine. 

According to Jolles (Zeit. Anal. Chcm.j 1898, 37, 441) when a weak 
solution of iodine (a 10% alcoholic solution diluted with 10 vols. of 
alcohol) is poured on to the surface of, but not mixed with, urine con- 
taining pyramidone, a well marked violet-red ring forms at the surface 
of separation and gradually changes to red-brown. The test is said 
to be characteristic. 


Estimation of Pyramidone. 

Astruc and Pdgurier {Ann. Chim. Anal., 1905, 10, 302) apply 
Lcmairc’s picric acid method of estimating antipyrine to the estimation 
of pyramidone. 0.231 grm. of the sample is dissolved in 10 c.c. of 
water and 40 c.c. of N/20 picric acid solution arc added. After shak- 
ing during some minutes, the mixture is filtered and in 25 c.c. of the 
filtrate the exc^§^ of picric acid is titrated with N/io alkali hydroxide 
using phenolphthalcin as indicator. If n c.c. of alkali be used the per 
cent, of pyramidone = 5 (40-4n). 

Estimation of Pyramidone in Presence of Antipyrine. 

Pdgurier {Ann. Chim. Anal., 1905* 10, 391) utilises the fact that 
v hile antipyrine is neutral to methyl orange, pyramidone behaves as 
a monacid base with this indicator. The 2 bases are estimated 
together according to the method of Astruc and P<‘gurier just given. 
0.231 grm. of the sample is then dissolved in 10 c.c. water, the solution 
exactly neutralised with N/io acid in presence of methyl orange and 
the antipyrine estimated by means of picric acid. For this purpo.se, 
40 c.c. of N/20 picric acid are added and the solution after filtration 
titrated with N/ 10 KOH after adding phenolphthalcin (sec page 44). 

Detection of Antipyrine in Pyramidone. 

Steensma states that il is possible to detect 0.005 nigrm. of antij^yrine 
in 100 mgrm. of pyramidone by dissolving the latter in /i-dimethyl- 
aminobenzaldehyde reag(;nt (see page 43) and evaporating the solu- 
tion as already described. 

For tests for halagen salts in pyramidone, see Kollo, Pharm. Post.f 

173* Pharm. 1911, 86, 711. 

Vol. VI.— 4 • • 




ANILINE AND ITS ALLIES 


By S. S. SADTLER. 


Aniline, or (CJIJ | 

H N 

H J 

Aniline exists in minute quantity in coal tar, but is ordinarily produced 
by nitrating benzene and reducing the resulting nitrobenzene, 
CaH5N02j by suitable means. 

If the treatment with nitric acid be carried further, dinitrobenzene 
is produced^and this by reduction is converted into mcta-phenylene< 
diamine or metadiamino-benzene, CflIl^(NIl2)2. 

If the reduction of nitrobenzene be effected by alkaline reagents, 
2 molecules unite, and azobenzene, C^jHj.NrN.CeHj, is produced. 
On further treatment of this (especially in alcoholic solution) it is 
converted into hydrazobenzene^ CaHg.NH.NH.CjIIj, which by 
intramolecular change is transformed into benzidine or di-para-amino- 
diphenyl, NH2.C„H4.C5H4.NH2. The relationship of aniline to the 
allied bases is shown below: 


Aniline (aminobenzenc). 

NH2.CeH4.H 

Phenylene-diamine. 

NH2.C,H,.NH2 

Bensidine. 

NH,.C,H,.C,H„NH, 


Aniline. 

C,II,.NH.H 

Phenylhydrazine. 

CaH5.NH.NH2 

Hydrazobenzene • 

CaHj.NH.NH.CaHa 


Aniline (Phcnylaminc) 

Call^.NH.H 

Diphenylanvnc. 

C.H^.NH.C.II, 

Hydrazobenzene * 
CaH5.NH.NH.CaH5 


Aniline forms two classes of homologues. The true homologues 
(Class A) coexist wiA aniline in coal tar, and ar^ derived from aniline 
by the substituti9n of one or more methyl groups for a corresponding 
number of the hydrogen atoms of the benzene nucleus. They are 
ordinarily obtained by# nitrating the corresponding hydrocarbons pre- 
pared from coal-tar naphtha, and reducing the resulting nitro-deriv- 
atives. Thus: 

^ Hydrazobenzene does not have basic properties. 
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Hydrocarbon. 

Benzene — 

CeH,.H 

Toluene — 

CeH,(CH3).H 
Xylene — 

Cumene — 

C.H,(CIQ,.H 


Nitro-derivatlve, 

Nitrobenzene — 

C.H..NO, 
Nitrotolucne — 
C,H.(CH,).NO, 
Nitroxylene — 

C,H,(CH3),.N0, 
Nitrocumene — 
C,II,(CH,),.NO, 


Amino-derivative. 

Aniline — 

Toluidine — 

‘ CeH,(CH3).NH, 

Xylidinc — 

CJl3(CH3),.NH3 

Cumidine — 

C3H3(CH3)3.NH3 


Isomeric modifications are known of all the members of the series 
except those in the first line (page 77, et seq.). 

The pscudo-homologues of aniline (Class B) are derived from 
anilin^e by tlie replacement of one or both of the hydrogen atoms of the 
amino-group by methyl or other alkyl radical. Similar substitutions 
can be effected in the amino-groups of toluidine, xylidine, etc. 

These alkyl substituted anilines (Class B) are obtained by the 
action of methyl chloride or other alkyl salt on aniline, or of the 
corresponding alcohol on the hydrochloride or other salt of aniline. 
/>-Toluidinc has also been obtained in a very interesting manner by 
heating the hydrochloride of methyl-aniline^ to 350° in a scaled tube, 
when change of position of the atoms within the molecule takes place 
thus: ' 


C-A 1 

C.H,(CH,) 1 

1! 


ii J 

H J 

Methyl-anihne. 

o-Toluidme. 


By the same process methyl-toluidinc may be converted into xylidine, 
and this by consecutive steps into a pscudo-cumidine, isoduridine, and 
amino-pentamethylbenzene. By treating aniline hydrochloride with 
aniline, diphenylaminc or phenylaniline, CpHg.NH- (C3H5), is obtained^ 
(page 95). 

Substitution of the hydrogen atoms of aniline and its homologues 
can also' be effected by acid groups or chlorine, both in the benzene- 
nucleus and in the amino-group. In the latter case the derivatives are 

' If the hydriodide of methyl-aniline be similarly treated, ortho- or meta- toluidine is 
obtained. 

* Diphenylaminc and aniline hydrochloride cannot be caused to react with formation of 
triphenylamine, (C»H'.)jN, but this substance can be obtained by the action of mono-brom- 
benxene on di-potassium aniline* — 

C.HsDr-bCtHt.NKi- (C.H»)»N -b aKBr. 
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called anilides (page 82), and are quite different from the substances 
resulting from the substitution of chlorine for the hydrogen of tlic 
benzene nucleus. In the compounds of the latter class, tlic basic 
character is either much weakened or entirely destroyed. Most of the 
derivatives exist in several isomeric modifications, according to tlic 
position of the substituting radicals in the benzcnc-nudcus. Examples 
of the substances of this class are: 

Aniline-sulphonic acid or sulphanilic acid, CJI/S03ir).NH2. 

Nitraniline, CeH,(N02).NIE. 

Bromaniline, CoH^Br.NHj. 

Trichloranilinc, CJIjCIg.NHj. 

Mixed substitution-products, belonging at once to 2 or more of 
the foregoing classes, are obtained by suitable means. As examples 
may be mentioned: 

Paranitracctanilide, Cyi,(N02).NII(C2}l30) 

Paranitroso-dimcthylanilinc, CJ I ^ (NO) .N (Cl I,) 3 

Paraniisroso-dimethyl-/>-toluidine, C(,ll3(CIl3)(NO).N (('113)3 

I'hc more important of the allies and derivatives of aniline formu- 
lated on this and the preceding pages arc described in greater detail in 
the sequel. 

On treating aniline, and also rjiany of the above-mentioned homo- 
logues and derivatives, with oxidising agents, a series of brilliant col- 
ouring matters are obtained, which form the well-known “aniline 
dyes” (Vol. 5). 

By the action of nitrous acid on a cold solution of a salt of aniline a 
salt of diazobenzene is obtained. This and the allied products obtained 
by similar means from the homologues and analogues of anilyie form 
the starting-point of the numerous and important colouring matters 


known as the “azo-dyes^’ (Vol, 5). 

By the action of reducing agents on the 

salts of diazobenzene, 

phenylhydrazine, C<,H5NH(NH2), is obtained. This substance has 

already been fully described. 

• 

Aniline. Amino-benzene. Phenylamine. 

• 

CeH,N~C%H,.Nn2- 

C.H,) 

H >N 


H j 


Aniline was first obtained in 1826 by Unverdorben by the dry distilla- 
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t/on of indigo, and received the name crystalline. Runge in i8j4 
obtained it from coal tar, and termed is kyanol. The name aniline is 
due to Fritschc, who in 184 1 obtained it by distilling indigo with caustic 
alkali. The name benzidam was given it in 1842 by Zinin, who pre- 
pared it by reducing nitrobenzene by sulphuretted hydrogen. The 
name phenamine has also been proposed for it. Aniline was first 
accurately described in 1843 t>y Hofmann. 

Aniline occurs to a very limited extent ready-formed in the products 
of the distillation of coal, bone, and peat. Almost the whole of it, 
however, is obtained indirectly from coal-tar by the action of a reducing 
agent on nitrobenzene (“Aniline Oils,” page 74). Aniline may also 
be obtained by passing ammonia and benzene vapour through a red- 
hot tube; C8H8-l-NH3=H2+CflH7N. It is also formed together with 
diphenylamine by the reaction of phenol and ammonia. The best 
yield is obtained by heating phenol to about 330° for 20 hours with 
ammonium chloride and magnesia or oxide of zinc (or ammonio-zinc 
chloride, Zn(NH3)2Cl2). Aniline is also obtained by numerous other 
reactions. , , 

Aniline may be purified by fractional distillation and conversion into 
the acetyl-derivative. This is recrystallised from water, and on 
saponification yields pure aniline. 

Pure aniline is a colourless, oily liquid, of faintly vinous odour and 
aromatic, burning taste. It refracts light strongly, but has no rotatory 
action. Aniline, when very pure, freezes at 6°, but a slight impurity 
greatly reduces its solidifying point. It boils at 184°, and distils 
unchanged. 

The sp. gr. of aniline is 1.0379 at 0° and 1.0342 at 4°, compared with 
water at 4°; and 1.0254 at 15°, compared with water at the same 
temperature. The coefficient of expansion is .000818. 

Aniline l)ecomes yellow or brown on exposure to air and light, 
especially at elevated temperatures, a resinous substance being ulti- 
mately formed. The change is due to oxidation, and does not occur 
in vacuo or in the dark. According to A. Bidet {Comp. Rend., 1889, 
108, 520), aniline and toluidine prepared by the reduction of pure nitro- 
derivatives are colourless after distillation, and though they become 
yellowish in a few days, light has no further effect on them, and 
even this change Bidet attributes to the presence of amino-thiophene, 
C^HjS.NHj. 

Aniline is only slightly soluble in water, requiring 31 parts at the 
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ordmaiy temperature, but being more soluble in hot water. Water 
also dissolves in aniline, 5 parts being taken up by loo of aniline at tlic 
ordinary temperature, and somewhat more at higher temperatures. 
The greater part can be separated by distillation, the water passing 
over first, but the last traces can * only be removed by prolonged 
digestion over alkali hydroxides. 

Aniline is soluble in all proportions in a 50% aqueous solution of its 
hydrochloride, and in smaller proportions in more dilute solutions. 

Aniline dissolves readily in ethyl and methyl alcohols, ether, acetone, 
chloroform, carbon disulphide, and volatile hy(lrocarlx>ns. 

^Vniline is itself a solvent for sulphur, phosphorus, indigotin, camphor 
and colophony, but does not dissolve caoutchouc or copal. It is 
employed sometimes as a solvent for aniline-blue. 

Aniline is a powerful poison, coagulating albumin and produc- 
ing symptoms similar to those caused by nitrobenzene (Vol. 3, 
page 213). 

According tc^etheby and Turnbull the action of aniline is chiefly 
on the nervous system. According to Grandhomme, the first symptom 
in slight cases of poisoning by aniline, caused by inhaling tlie vapour, is 
a blue colour on the edge of the lips, while the gait becomes unsteady, 
the speech thick, the head affected, and the face pale, while the appetite 
fails completely. Alcohol aggravates <he symptoms. In more severe 
< ases, such as may arise from the saturation of the clothes with aniline, 
the lips become dark blue or black, and the vertigo is so violent that 
standing becomes impossible. According to Wohler and Frerichs, 
aniline does not exert any poisonous action on dogs. Runge found 
the aqueous solution to kill leeches and the parts of plants im- 
mersed in it. 

Aniline has marked basic properties, a long series of well-defined 
and crystallisable salts being obtained from it. It has, however, no 
action on phenol-phthalein, litmus or turmeric, though it affects a few 
of the more delicate vegetable colours such as hematoxylin. It expels 
^ammonia from its salts at a boiling temperature, but Is itself displaced 
in the cold. Aniline decomposes the solutions of many metallic salts, 
with precipitation of the corresponding hydroxides. When heated 
with strong sulphuric acid, 'aniline is converted into />-amino-benzene- 
sulphonic acid (sulphanilic acid). With hot fuming sulphuric acid, 
di-sulphonic acids are produced. 
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In presence of an excess of acid, aniline imparts a deep yellow colour 
to pine-wood and aJder-pith. 

According to Friswell, on adding cupric sulphate to an aqueous 
solution of aniline an apple-green crystalline precipitate is formed; 
or in extremely diluted solutions a green colouration. 

Cold aqueous solutions of aniline salts are converted by treatment 
with nitrous acid (or a nitrite and mineral add) into salts of diazo- 
benzene. On boiling the solution phenol is formed, with evolution of 
nitrogen. 

If aniline, or one of its salts in the solid state, be treated with a drop 
of chloroform, and then solid potassium hydroxide or a strong solution 
of potassium hydroxide in alcohol be added, and the whole gently 
heated by immersing the tube in hot water, a peculiar and highly 
unpleasant odour will be produced, due to the formation of phenyl- 
carbamine, CgHg.NC. The reaction, which is known as “Hofmann's 
isonitrile test,'' is produced by other aromatic monamines, and by 
acetanilide. •’ 

Under the innuence of oxidising agents aniline gives products and 
reactions which vary considerably according to the oxidising agent 
employed, thus: 

a. When aniline is treated with excess of nitric acid, and the mixture 
evaporated at ioo°, the base is 3ccomposcd with formation of a brown 
substance. With smaller proportions of nitric acid various coloured 
products arc formed, including picric acid. 

/j. When treated with dilute sulphuric acid and manganese dioxide, 
aniline yields ammonia and quinone, C^H^Oj, but the greater part of 
the product undergoes still further change. 

r. If aniline l)c dissolved in strong sulphuric acid, and a few drops 
of a solution of potassium dichromate is added, a red colour is pro- 
duced, which rapidly changes to deep blue. 

(1. On treating aniline, or one of its salts in a solid state, with strong 
sulphuric acid, and then adding a minute fragment of manganese 
dioxide or other oxidising agent (in the rftanner described under4 
“strychnine,” page 449), a fine purple colouration is produced. A 
better result is obtainable by employing electrolytic oxygen; in this 
form the test is the most delicate and satisfactory which can be 
applied. 

e. Chlorine acts on dry aniline with great violence, producing k black 
mass containing trichloraniline, CgH^CljN. Qronine behaves simi- 
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larly; and, on addmg bromine- water to the aqueous solution of an 
aniline salt, a precipitate of tribromaniline is formed. On the other 
hand, Mills and Muter (/. Soc. Chem. Ind., 1885, 4, 96) state that 
aniline in solution in carbon disulphide reacts with bromine, probably 
forming an additive compound. 

/. When a solution of aniline is treated witii a dilute solution of 
bleaching powder, avoiding excess, a line purple colouration results, 
which gradually changes to brown. When carefully applied, the 
reaction is delicate and characteristic. The colour is destroyed by ether. 

g. It a minute quantity of aniline be treated with an aqueous solid ion 
of phenol, and a solution of bleaching powder be then gradually added, 
the reagent produces yellow strice, which change to a greenish-blue. 
The test, which is due to Jacquemin, is said to be very delicate. 

The following work on the reduction of aniline has been done by 
E. Brbmstcin (Ber., 1901, 34, i268~74). 

The o.xidation of aniline hitherto has resulted in products in which 
the amfipo group has been attacked, yielding for exanqdc, azo, azoxy-, 
nitroso- and nitrobenzene, phenylhydroxylamine, amino-phenol, and 
finally quinonc. Bromstein oxidises aniline salts in neutral solution 
at a low temperature, and a certain concentration preferalily with lead 
peroxide. A 20-25% yield of ainino-diphenylquinonediimme, IlaN.- 
C«n3.(NC(,II.)2 is obtained \s1iich on more energetic oxidation is con- 
verted into Azophenine, C Jl2(NHCflIl5).2(NColl5)2. The conversion 
of the amino-quinonc-imine into Azophenine can also be shown by 
dissolving the former in an excess of aniline and warming the solution 
for a short time with some aniline hydrochloride or zinc chloride. P'or 
the preparation of amino-diphcnylquinoncdiiminc aniline hydrochloride 
or sulphate is dissolved in 20-25 bmes its w^eight of water {tnd oxidised 
with one and a half to twice its weight of lead peroxide (PbOj) in the 
form of paste in the cold. The magenta coloured filtrate contains a 
dyestuff of no particular value, and the residue after drying is extracted 
with benzene and treated with light petroleum spirit which precipitates 
a tarry residue,* The solution on standing deposits crystals, which 
recrystallise' from alcohol separates in blackish-red nodules. The 
residue insoluble in alcohol consists of azophenine, melting at 246®. 
Amino-diphenylquinonediimine melts at 167°, and is very unstable 
towards acids. Reduction with ammonium sulphate yields a colour- 
less subtsance melting as 83®, which gives an acetyl compound corres- 
ponding tf thi formula: CflH3(NHC2H30)(NHCaH5)2, m. p. at 171®. 
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Detection and Separation of Aniline. 

The foregoing colour-reactions arc amply sufficient for the recogni- 
tion of aniline, provided that a proper process of separation be pre- 
viously applied. 

Aniline may be liberated from the aqueous solutions of its salts by 
addition of sodium hydroxide, and may then be extracted by agitating 
the liquid with ether. On separating the ethereal layer, and agitating 
it with dilute hydrochloric acid, the aniline pas.ses into the aqueous 
liquid, which may then be concentrated or evaporated to dryness, and 
examined by the colour- reactions already described. From strychnine, 
which is the only substance with which aniline is at all likely to be con- 
founded, if may be separated by adding sodium hydroxide to the con- 
centrated solution, and distilling over the aniline by means of a current 
of steam. The strychnine remains in the flask, while the aniline will be 
found in the distillate if it be acidified with hyrdochloric acid and con- 
centrated to a small bulk at loo®. The same plan may be employed 
for detecting aniline in toxicological cases, or the process use 7 for iso- 
lating strychnine may be used, but instead of evaporating the ether- 
chloroform it should be separated and agitated with dilute hydro- 
chloric acid in the manner above described. 

F. Muller {Trans. f 1888, 52, 514) fpund unclianged aniline in the 
urine of a person poisoned witli it. The urine was optically inactive, 
but reduced Fehling’s solution. A portion of the concentrated urine, 
when boiled with strong hydrochloric acid, neutralised with sodium 
hydroxide, and extracted with ether, gave an ethereal solution which 
showed the blue indophenol reaction. The ethereal extract of the 
unboiled u/ine did not give this reaction, a fact which Muller believes 
was due to the secretion of the aniline as />-aminophenylsulphate 
(compare “Phenyl-sulphuric Acid,” Vol. 3, page 399); a substance 
which is split up by boiling with hydrochloric acid. In support of this, 
the original urine contained sulphates (estimated by barium chloride) 
equivalent to only 0.047^ grm. of sulphuric acid per litre; but after 
boiling with hydrochloric acid, 0.8085 grm. A direct test for the pres- 
ence of />-aminophenylsulphates in urine consists in boiling the liquid 
with one-fourth of its volume of strong hydrochloric acid, adding a few 
c.c. of a 3% solution of phenol, and then some drops of a chromic acid 
solution. If ^-amino-phenol be present, the liquid becomes red, and 
turns blue on adding ammonia. 
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The estimation of aniline may be effected by evaporating its ethereal 
solution, or preferably by extracting the base therefrom by agitation 
with dilute hydrochloric acid, evaporating the acid liquid, and weighing 
the residual hydrochloride. Under favourable circumstances it may 
be measured after liberation from a strong solution of the hydrochloride 
by addition of alkali hydroxide. 

Instead of weighing the aniline hydrochloride, the salt may be 
redissolved in water, and the solution titrated with stamiard silver 
nitrate. Or it may be titrated with standard alkali hydroxide and 
phenolphthalein or litmus, as aniline hydrochloride acts on these 
indicators exactly like an equivalent quantity of free hydrochloric acid, 
and the end-point is sharply marked. The process allows of the tifra- 
tion of aniline in presence of neutral ammoniacal salts. On the other 
hand, with helianthin (methyl-orange), the basic character of free 
aniline is distinctly marked, but the end-point is not sufficiently definite 
to render the indicator available for accurately titrating aniline. 

According to Julius (/. Soc. DyerSy etc.y 21, 79), free aniline in 
aqueous soluttwi can be satisfactorily titrated with standard sulphuric 
or hydrochloric acid, if congo-red be employed as an indicator and the 
neutral point be regarded as that at which a bluish-violet colour is 
obtained, not changed by further small additions of acid; but a much 
larger excess is required to produce a pure blue. Results are said to be 
obtainable agreeing within 0.2% with the theoretical. 


Salts of Aniline. 

Aniline combines readily with acids forming a scries of salts which 
crystallise well. The following are the most important. 

Aniline Hydro chlorate. — Hydrochlorate of Aniline. C,H7N,IIC1. 
This salt crystallises with great facility in colourless needles or large 
plates, which are very soluble in water and alcohol. M. p. 198°, and 
boils at 245° unchanged. It yields double salts with stannic, mercuric, 
antimonious, platinic and auric chlorides; aniline chloroplatinatCy 
(CeH7N,HCl)3PtCl4, cfystallises from hot water m yellow needles. 
Aniline salt is the ordinary commercial name for aniline hydrochloride. 
It is manufactured by mjxing the calculated weights of aniline and 
hydrochloric acid in stone-tanks, freeing the crystals formed from the 
mother-liquor by a centrifugal machine, and drying them. According 
to another process, aniline is dissolved in petroleum spirit of o. 720 sp. gr. , 
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and hydrochloric acid gas passed in till the solution is saturated. The 
aniline salt is deposited as a white powder, which is separated from the 
adhering petroleum spirit by hydraulic pressure, and ground to powder. 

Aniline salt is employed largely in calico-printing, its chief use 
being for the production of aniline-black (Vol. 5). It is important 
that the salt intended for this purpose should be made from pure 
aniline, and should be dry and neutral. The presence of free acid in 
the aniline salts is liable to cause the cloth dyed black to rot in 
the steaming process. It must be free from sand or grit, which 
would injure the printing rollers, and will produce streaks on the 
prj^ited cloth. Gril remains imdissolved when the sample is treated 
with hot water, and may be filtered off, dried or ignited, and 
weighed. Free add is be.st determined by titration with decinor- 
mal sodium hydroxide, using methyl-orange as an indicator, but 
tlie results are not very satisfactory. A useful method of exami- 
nation consists in titrating the aqeuous solution of 2 grm. of the 
sample with normal sodium hydroxide, using litmus or phcnolph- 
thalein as an indicator. The amount neutralised corresponds to 
the total acid, both free and combined with aniline. Theoretically, 
2 grin, or pure aniline hydrochlorate would require 15.4 c.c. of normal 
sodium hydroxide, but owing to the presence of toluidine and moisture 
commercial samples of good (juglily require between 14 and 15 c.c.^ 
The process will indicate the presence of ammonium chloride, which 
will not neutralise alkali, and hence a sample containing it will require 
a less volume of the standard solution. Ammonium chloride is occa- 
sionally met with in considerable proportion as an adulterant of aniline 
salts. For its accurate determination the sample should be dissolved 
in water, excess of sodium hydroxide added, the liberated aniline sepa- 
rated, and the aqueous solution distilled in the usual way. On titrating 
the distillate wuth standard acid and methyl -orange, only the ammonia 
will be indicated. Fixed impurities will be detected on igniting the 
sample; only a mere trace should be present. An idea of the proportion 
of toluidine presest in the sample can be obtained by liberating the 
mixed bases from tlie solution of the salts by sodium hydroxide, and 
heating a few centimetres of the aniline with an equal quantity of 
strong arsenic acid solution to 180® for some time. On boiling the 
product with water, the intensity of the crimson colouration will 

^ Thifl method of examining aniline salts is due to R. Williams {Chem. News, Jo, 999) 
but he appears to attribute th«r reaction to the presence of free acid. 
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increase with the proportion of toluidine in the sample. A more 
accurate result can be obtained in the manner indicated on page 78. 

Aniline Sulphate, (CjH7N)jIIjSO^. — ^I'his salt forms a crystallien 
powder, which is readily soluble in water and slightly so in alcohol. It 
is insoluble in ether, a fact which distinguishes it from the sulphate of 
methylamine. 

Aniline Phosphate, (C<jH7N)2.H8P04, crystallises in plates. Easily 
soluble in water, ether and hot alcohol, slightly soluble in cold alcohol. 

Aniline Oxalate, (C^H7N)2ll3C30^, is easily soluble in water, 
soluble with difficulty in absolute alcohol, and insoluble in ether. 

Aniline Acetate, CaIl7N,HC3H503, docs not appear to have been 
obtained in a definite crystalline form. VvTicn heated it loses the 
elements of water and forms acetanilide. 

Aniline-sulphonic Acids. Amino -ben zene-sulphonlc Acids. 

When aniline is treated witla an equivalent amount of dilute or 
concentrated^ulphuric acid it is converted into aniline sulphate. If 
an excess of acid be used, a high temperature employed, or sulphuric 
anhydride be present, aniline-sulphonic acid is produced:* 

C„H,.NII, + SO, (OII),= C,H. I +1I.OH 

Three modifications of this substance exist, which differ according to 
the relative positions of the Nlij and SO^II groups in the benzene- 
nucleus. The ortho-sulphonic acid (1:2) has no practical interest, but 
the meta- and para-acids are manufactured on a large scale for the 
production of aniline- and azo-dyes. 

M-amino-benzene-mlphonic acid^ Con^(NH2)^'^ is employed 

for the manufacture of Mctanil-yellaw (Vol. 5). It is prepared 
by warming nitrobenzene with fuming sulphuric acid, or by treat- 
ing a solution of benzene in strong sulphuric acid with fuming 
nitric add, wffien a mixture of nitro-benzene-sulphonic acids, CJI^- 
(N02)S03H, is obtained, in which the meta-acid predominates, and 
may be roughly se|3arated from its isomers b) conversion into the 
barium or caldum salt. The meta-nitro-sul phonic acid yields, on 
reduction, the corresponding amino-sulphonic acid. 

P-amino-benzene-sulphonic acid, CeH^(NH2)^'^.S03H^*\ likewise 
called Sulphanilic Acid, is prepared on a large scale by heating i 
part of aniline and 3 of concentrated sulphuric acid to 195°. With 
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fuming acid, the reaction occurs more rapidly and at a lower tempera- 
ture. On pouring the cooled product into water, the acid separates as 
a crystalline mass, which can be recrystallised from hot water. 

Sulphanilic acid crystallises in rhombic tables containing i HjO, 
which effloresce in the air, and are only slightly soluble in cold, but 
readily in hot, water. Treatment with potassium dichromate and 
sulphuric acid oxidises it to quinone, CgH^Oj. The solution of the 
sodium salt, on treatment with sodium nitrite, yields sodium diazo- 
benzene-sulphonatc (Vol. 5). Aniline sulphanilate loses all its asbic 
properties at 100^. 

Nitranllines, — When aniline is treated with dilute nitric acid it 
yields nitraniline. With the concentrated acid it reacts far more 
violently than benzene, and is converted into quinone and other products. 
To obtain a nitro-derivative by such means, the aniline must be pro- 
tected by employing its acetyl-derivative, or by nitrating in presence 
of an excess of strong sulphuric acid. In the latter case a mixture of 
the 3 isomeric nitranilines is obtained, but chiefly the ptefa-cotn- 
pound; in the former case />ur(i-nitracetanilide, Ce'n4(N02).NH- 
(CjII^O), is formed, together with some of the <7r/A^?-compound, both 
of which readily yield the corresponding nitraniline, Cb 1I4(N02)'^I^2» 
on boiling with concentrated hydrochloric acid or alkali hydroxide. 

Another method of preparing the nitranilines, especially the me/a- ' 
modifications, is the reduction of the corresponding dinitrobenzenes 
in alkaline alcoholic solution. Under these cricumstances only one of 
the NO2 groups is reduced to NHj, whereas in acid solution diamino- 
benzene, C(,n^:(NH2).., is obtained (page 105). 


Nitraniunks, CtiH4(NO;) . NH‘. 


Appearance and T 

Or(/io 

NOi : Nlli-i -3 

Meta 

NOi 

Para 

N 02 :NH 2 -i 4 

Crystalline form, J 

Oranpc-ycllow 

needles 

Long yellow needles. 

Long yellow needles. 

Taste, 

Sweet, burning. 

Nearly ta.steless 

M.p. . 

. 7* S'’ 

no- . 

147 ® 

Volatility 

Distils in a current 
of steam 

Sublimes at loo® 
Distils in a current j 
of steam. 

Not volatile with 
steam. 

Salts, . . . 

Very unstable . . 

Fairly staUe. 

Unstable. 

Behaviour when 

boiled with strong 
•odium hydroxide > 

j Unchanged. 

Forms p-nitrophenol — 
C»H4(N02).0H 
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The nitraniJines are yellow ciystaJJine substances, readily soluble in 
alcohol but only slightly so in water. They are weak bases forming 
yellow salts, and yield the corresponding diamino-benzenes on reduc- 
tion. The preceding table shows their chief differences. 

There are 6 dinitr anilines, CJl3(N02)2.NH2, melting as follows: 
2-6, 138°; 2-4, 182°; 2-3, i2f\ 2-5, 137°; 3-4, 154O; 3-5, 1590 Also 
a irinitr aniline, CgN2(N02)s.NH2, or picramide, m. p. 188°, and is con- 
verted into picric acid, CaH2(N02)3.0II, and ammonia when boiled 
with alkali hydroxide. 

Homologues of Aniline. 

As already stated, the true homologues of aniline are substances in 
which I or more atoms of the hydrogen of the benzene-nucleus are re- 
placed by a corresponding number of atoms of methyl or other alkyl 
radical. The compounds in question may be prepared, and are 
produced commercially, by processes exactly similar to those which 
result in the formation of aniline. That is, the hydrocarbons toluene, 
xylene, etc., are treated with nitric acid, and the resulting nitro-deriva- 
tives are reduced to the bases by nascent hydrogen (usually produced 
by iron and hydrochloric acid). 

In their general chemical relationships the homologues present the 
closest resemblance to aniline, and yield substitution-products of a 
strictly parallel character. They arc also diazotised similarly. 

The only homologues of aniline which require separate descriptions 
are the toluidines, C^H^N, and the xylidines, C^HuN. Their con- 
sideration will be followed by a .section de.scribing “aniline oils,” under 
which term is included commercially pure aniline and tolui(Jine, and 
various mixtures of these bases. 

Toluidines. Amino-toluenes. Amino-methylbenzenes. Tolyl- 
amines. 

C,H,N=C2H2.HN2=^CJI, (CH,) ) 

U >N 

• H j 

The toluidines exist in small quantity together with aniline in coal- 
tar. They are produced commercially from toluene by processes 
exactly analogous to those by which aniline is prepared from benzene, 
ai>d together with aniline constitute nearly the whole of the “aniline 
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oils” of commerce (page 74). An interesting method of producing 
toluidine is mentioned on page 52. 

Three isomeric modifications of toluidine are known. The chief 
physical differences between them are shown in the following table, 
in which they are also contrasted with aniline and their meta-isomeride 
benzylamine, CoHj.CHjNHj.* 


1 Anihn* 

i o-Toluidine 
j CIIr.NH*-! a 

m-Toluidine \ 
|CH,:NH,-i 3 

f-Toluidine 
CHi:NH,-i4 ! 

Btntyl' 

am\n« 

Sp. gr. at IS**,.. . j 1.0368 

{ X 0037 

1 0.998 (at 2s°) 

1 

Solid. 

1 0.990 

M. P 1 Solidifies 

at -8“ 

1 Does not soh- 
' dify at 30 ° 

1 Does not soli- i 
1 dify at — 13° 1 

+ 45 ® 

; Liquid, 

1 

B. p., i 184° 

: 5° 

1 197° 1 

iy8° 

185° 

Characters of the 
acctyl-derlva- 
live. 1 

M. p lU* 

1 

i 

1 107° 

1 i 

1 6s-66° 

! 147° 

57-61® 

B.p 39 S“ 

I 296° 

302-30.3° 

307° 

1 300“ 

1,000 pts of 3 4 at 14'^ 
water dis.solvc, 

,8.6 i)ts at 19° 

' 4.4 pts .at 13° 

0 89 at 22° 

Soluble. 

Solubility of the i 
acid oxalate i 

In 1,000 pts of 

i 33 8 

i 

1 26 5 

^ ' 1 

1 8.7 

1 

water at I s“, , 


1 

In 1,000 pis of 

0 <;o 

Very slight. 

0 016 


ether at 15'’. 




Ortho-toluldine is formed by the reduction of i)-nitrotoluene. It 
is a colourless liquid, turning brown on exposure to air or light, and 
otherwise closely resembling aniline. It differs from its isomerides by 
giving a green colouration when treated with ferric chloride and a 
little para-diamino-benzene. A solution of i in 10,000 gives a fairly 
deep colouration, and one of i in 100,000 assumes a distinct greenish 
tint. All commercial aniline gives this colouration, and even that 
prepared by the distillation of indigo witli alkali hydroxide. 

Meta-toluidine is produced by the reduction of w-nitrotoluene, 
preferably by an acid solution of stannous chloride. It is only present 
in small proportion m commercial toluidine. Fer its detection and 
approximate estimation the mixed bases are converted into hydro- 

‘ Benzylaminb is a colourless liquid of faint aromatic odour, and is not affected by 
light. It is miscible in all proportions with water, alcohol and ether, but is separated from 
its aqueous solutions bv alkali hydroxides (compare “ Pyridine”). It has a stronfily alkaline 
reaction, fumes with hydrochloric acid, and absorbs carbon dioxide from the air, with 
conversion into sUky ne^les of the carbonate. 
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chlorides, and the greater part of the isomeric salts removed by frac- 
tional crystallisation. The mother-liquor is evaporated to dryness, 
and the residue heated with methyl alcohol to 200°, under pressure, for 
a considerable time. This produces a mixture of the tlirce isomeric 
dimethyl-toluidines, but only the meta-modillcation yields a nitroso- 
derivatives, C<,H3(NO)(CH3).N(CH3)2, on adding sodium nitrile to 
an ice-cold solution of its hydrochloride. The hydrochloride of 
nitroso-dimethyl-?w-toluidme thus prepared, crystallises from a hot 
acidified solution in greenish-yellow needles only slightly soluble in 
cold water. On treatment 'with sodium carbonate the free base is 
obtained, melting at crystallising from water or ether in small 
green plates or long needles, and precipitated in moss-green needles 
on adding petroleum ether to its chloroformic solution. All its solu- 
tions have a deep green colour. Nitroso-dimethyl-w-toluidine forms 
steel-blue compounds with aniline and <7-toluidine. 

A detailed study of the oxidation products of />-toluidine has been 
made by E. Brdmstein {Der., 1901, 34, 1274-84), and resumd of the 
work is here given. 

According to Rosenstiehl, the 3 modifications of toluidine may 
be distinguished by tlie following reactions: 


,) hulnidtne m- 1 oIutJtMC f> I i>luuUn 0 


I To a Rolution of 
the base in sulphuric 
acid, of 1 . 75 sp gr . 
add a solution of , 
chromic ac id in sul- I 
phuric acid of the j 
same strength ' 

Blue col ouration Vellow-brown colour- Yellow colouration, 
changing on ddu alion, becoming , 

tion to a permanent ; greenish-yellow on 

red-violct. slight dilution, and j 

1 colourless on further i 

j addition of water , 

3 To a solution of 
the base in sul- 
phunc acid of r . 75 
sp gr , add nitnc 
acid 

Orange colouration, 

, or in very concen- , 
trated solutions, 
brown, becoming ycl 
low on dilution 

At first red, rapidly 
changing to intense ; 
blood-red, and then 
dirty red. on dilu- 
tion, orange 

Blue streaks which 
soon tinge the whole 
liquid; (in presence 
of aniline or c>-tolui- 
dine, blood red). 
The colour quickly 
becomes violet, then 
red, und, after some 
hours, brown, 

3 Dissolve the base 
in ether, and add 
an equal volume of 
water. Then add 
a few drops of clear 
solution of bleach- 
ing ixjwder. 

i The aqueous layer 
becomes first ycl- I 
, low a*d then brown I 
, The ethereal layer, ' 
1 after separation, 

gives a permanent 
reddish-violet col- 
ouratioT^with dilute 
sulphuric acid. 

The aqueous layer 
becomes a thick 
brownish-y e 1 1 0 ■#. 
The ethereal layer 
becomes reddish, 
and after separation 
and addition of di- 
lute sulphuric acid 
is coloured violet at 
the under-surface. 

1 

No reaction. In pre- 
sence of aniline the 
ether becomes blue 
on agitation. 


Vol. VI.— 5 
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p-Toluidine is produced by the reduction of the nitrotoluene derived 
from the toluene produced by the dry distillation of Tolu balsam; also 
by heating /)-cresol to 300° with ammonia and chloride of zinc; and by 
molecular transposition from methylaniline hydrochloride (page 52). 
It crystallises from hot dilute alcohol in colourless plates melting at 
45°, and has a peculiar odour recalling that of aniline. 

In 1880 W. H. Perkin, by the action of potassium dichromate on 
^-toluidine sulphate, obtained 2 oxidation products, having the 
formulas and C2HH7N3, respectively. The latter com- 

pound was investigated by later workers, its constitution being deter- 
mined by A. G. Green ( 7 . Soc. Chem. Ind., 1894, 13, 143), who 
showed it to be an amino-ditolyl-/)-toluquinonediimine. Perkin ap- 
plied the oxidation with lead peroxide in similar manner to that em- 
ployed in the case of aniline (see page 57), and obtained according 
to the conditions one or other of Perkin’s compounds. 

By oxidising /?-toluidine hydrochlorate or sulphate with lead peroxide 
(2 1/2-3 times the weight of tlie hydrochloride) in a dilution of 10-60 
times, in the former case Perkin’s^ and in the latter BarsUpwsky’s* base 
is obtained. A yield of the latter is produced by dissolving 100 grm. 
of /^-toluidine in r litre of water, together with just the necessary 
quantity of hydrochloric acid, and oxidising with 587 grm. of manganese 
peroxide paste ( is'/o). There were recovered 4 grm. of p-toluidine and 
9.6 grm. of peroxide, so that 96 grm. of toluidinc or 128 grm. of the 
hydrochloride required 78 grm. of manganese peroxide or in the pro- 
portion of 10:6. No Perkin’s base was obtained but 6 grm. of 
Barsilowsky’s base and a considerable amount of azotoluene. An 
18% yield of Perkin’s base was obtained by dissolving 218 grm. of 
p-toluidine and 98 grm. of sulphuric acid, in 6.5 litres of water and 
adding 294 grm. of potassium dichromate in 35 litres of water. After 
24 hours the dark brown precipitate was filtered off, dried, and extracted 
with benzene, which, after evaporation yielded the mixture of bases. 
On boiling with 20 times the weight of absolute alcohol, 39 grm. of 
Perkin’s base remained behind, while only 0.2 grm. of Barsilowsky’s 
base was formed. An another preparation, 265^5 grm. of /»-toluidine 
gave 54 grm. of 20% of Perkin’s base, and 3 grm. of Barsilowsky’s 
base. The latter melts at 235° and dissolves in concentrated sulphuric 
acid with a pure blue colour. As already stated on boiling this base 

* Perkin’s base (/>-tolyIamino-ditolyl-#»-toluquinonediiiTiine). 

* Baralowsky's base (amino-ditolyf-p-toluqumonediimine). 
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with ^-toluidine and its hydrochJoride in alcoholic solution it is con- 
verted not into Perkin’s base, but into tlie hydrodiloride of tlie product 
C85H35N5, which crystallises in brassy yellow plates, melting at 282^^. 
The base separates from dilute alcohol in orange-red plates melting at 
251°. Perkin’s base, or tolylaminoditolyltoluquinonediimine, melts at 
183°, and dissolves with a violet colour in concentrated sulphuric acid, 
which turns green, blue, and then violet-red on dilution witli water. 
The compound is basic and dissolves with a violet-red colour in hydro- 
chloric acid, but the salts are easily decomposed. On treatment with 
20 times its weight of 5% alcoholic sulphuric acid and standing 24 
hours, the purple red solution passes through violet to pure blue. On 
saturation with ammonia and recrystallisation from ethyl or methyl 
alcohol, brownish-red shining needles melting at 181°, arc obtained, 
the yield being 75% of the theoretical. The solution in concentrated 
sulphuric acid is green, becoming more and more reddish on stamling 
and turning deep orange-yellow on dilution with water. 

Commercial toluidine consists diieily of a mixture of the ortho- 
and para- modifications. According to Friswell, the sp. gr. of the 
o-toluidine of commerce should be about 1.0037, and its b. p. from 197 
to 198°. It ought not to solidify on cooling to — 4°, though tlie majority 
of samples contain sufficient /^-toluidine to cause them to commence 
crystallising at this temperature. The p loluidtne of commerce occurs 
in white dry crystals, m. p. 43-45®, a^^d distils between 196 and 198®. 
Liquid commercial toluidine should boil at 197-198®, have a sp. gr. of 
about r.ooo, and contain from 30 to 40% of />-toluidine and 60 to 70% 
of 0-toluidine. 

A portion of the /^-modification separates from the commercial 
mixture of the isomers when the liquid is cooled by a freezing mixture. 
A further separation is effected in practice by fractionally satur,ating 
the mixture of the bases with sulphuric acid, and then distilling in a 
current of steam. o-ToIuidine being a weaker base than the para- 
compound, the former will alone pass into the distillate if the quantity 
of sulphuric acid employed be somewhat in excess of that requisite to 
neutralise the /^-toluidine. • 

L. Lewy {Trans., 1887, 50, 872) has proposed to separate*^- and 
/>-toluidine by converting the bases into phosphates. It appears that 
when />-toluidine and ofthophosphoric acid are brought together, 
df-toluidine orthophosphate, (CyHjjNjjHjPO^, is produced as a salt 
cryst^lising in scales and very sparingly soluble in cold water, but 
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more readily, with partial dissociation, in boiling water. Aniline acts 
similarly, forming a sparingly soluble di-aniline orthophosphate, 
(C^HjN).H 3PO,. On the other hand, c?-toluidine forms a mono- 
toluidine orthophosphate, (C7H„N)H3P04, and never a di- or tri- salt. 
Hence in the phosphates obtained from a mixture of the 2 toluidines 
the proportions of the bases might be deduced from the percentage of 
phosphoric acid. The mono-orthotoluidine phosphate is more readily 
soluble in water than diparatoluidine or dianiline phosphate. Further, 
when its solution is shaken with free aniline or />-toluidine, the f?-tolu- 
idine is set free. Hence pure d)-toluidine can be obtained from com- 
mercial toluidine^ by adding rather more of a 21% aqueous solution 
of phosphoric acid than will suffice to form diphosphates with the 
aniline and /)-toluidine present. On warming the liquid, the free 
o-toluidine forms a layer at the surface, which may be separated and 
distilled. The process may be modified by adding a further quantity 
of phosphate to convert the o-toluidine into monophosphate, and then 
cooling the liquid and allowing it to stand to secure the complete 
deposition of the />-toIuidine phosphate. 

Wolfing {ficr., 1886, 19, 2132) states that o-toluidine prepared 
by Lewy himself by the above process, botli on the small and large 
scale, still contained as much as 4% of />-toluidine. For the prepara- 
tion of pure />-toluidine he recommends {Dingl. Polyt. /., 263, 260) 
that the hydrochloratcs of the basgs should lie treated with an amount 
of sodium nitrite only sufficient to convert die f?-toluidine present into 
amino-azotoluene. Only when this change is complete does the />-tolu- 
idine react with die nitrite to form a diazo-amino-compound. 

A method of determining the proportions of the ortho- and para- 
modifications of toluidine in the commercial product has been based 
by Rosenstichl on the different solubilities of the acid oxalates of the 
two bases. The acid oxalate of p-toluidine requires 6.660 pts. of 
ether for solution, while the corresponding salt of o-toluidine dissolves 
in 200 pts. of ether. The method, somewhat modified, is as follows: 
0.2 grm. of the sample is dissolved in 80 c.c. of anhydrous ether free 
from alcohol; i.059rgrm. of anhydrous oxalic ac^d, or 1. 177 grm. of the 
crystallised, acid is dissolved in 250 c.c. of anhydrous, alcohol-free 
ether. Each c.c. of this solution will precipitate 0.005 grm. of toluidine. 
An excess is added to the ethereal solution of the sample, the liquid 
allowed to stand in a stoppered bottle for 12 hours, then filtered through 

^ The xylidlnes and cumidincs behave Uke t^toluidine, and form only monophosphates. 
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paper and the precipitate washed mUi ether. The precipitate is the 
washed into the bottle with water, and the solution titrated with N/io 
alkali hydroxide and phenolphthalein. i c.c. of N/ 10 alkali represents 
o of />-toluidine. Miniati, Bootli, and Cohen (J. Sor. 

Chem. Ind., 1889, 6, 419) fmd that if too long a time be allowed for the 
precipitation, the product is liable to cont;iin the < 7 -toluidine oxalate, 
and hence the result will be above tlie trutli. They recommend that a 
repetition of the experiment should be made, in which die amount 
of oxalic acid solution used is only tliat requisite to combine widi 
the />-toluidine found by tlic first test, so reducing the error to a 
minimum. 

G. Lunge {Chemische Ind., 8, 74) estimates die proporUon of />- and 
<7-toluidine in a mixture of the two by a careful observation of die sp. gr. 
The determination is made by die botdc, and referred to water at 15®. 
If die sample docs not contain more than $0% of />-toluidinc it is liquid 
at 15°, and consequently the observation is made at that temperature. 
Widi 50 to of />-toluidine the method is still available if the bottle 
be filled at 20°; but with sdll larger proportions the results are unre- 
liable, as the correction for temperature loses in accuracy, and the 
differences in sp. gr. become very small for considerable alterations in 
the composition of the mixture. It is very desirable to adhere rigidly 
to the prescribed temperature, as an error of causes an error of 7% 
in the estimation. The correction is i 0.0008 for 1% when the sp. gr. 
is above 1.0008, and £0.0007 when below that point. All water must 
be removed by treating the Sample with powdered potassium hydroxide 
and redistilling. The distillation also serves to show the presence of 
aniline or xylidine, in presence of notable quantities of which the 
method is inapplicable. 

Lunge gives the following table of densities of mixtures of p- and 
o-toluidine, water at 15° being taken as unity: 

A method of separating o-toluidine from />-toluidine has been based 
by P. Schoop {Chem. Zeit., 1885, 9, 1785) on the ol^ervation of Weith 
and Merz, that the acetyl-derivatives of ri-loluidine is far less soluble 
in water than that of tlie isomer and of aniline. Schoop’s method has 
been found unsatisfactor)4 by several chemists, and need not be further 
described. 

A method of estimating ^-toluidine in admixture with <>>toluidine 
has been based by G. A. Schoen {Chem. Zeit., 12, 494; J. Soc. Chem, 
Ind., 7, 594) tife iiflensity of the red colour produced with potassium 
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clichromate. If the sp. gr. indicates the presence of more than 8% 
of /)-toluidinc it is reduced below that proportion by adding t)-toluidine. 
I c.c. of the oil is then dissolved in 2 c.c. of hydrocldoric acid and 30 of 
water, and i c.c. of a cold saturated solution of dichromate of potassium 
added. The mixture is allowed to stand for an hour, with occasional 
stirring, and is then filtered. o-Toluidine gives a black lake and a 
colourless liquid, but in presence of />-toluidine the precipitate is light 
brown, and the filtrate has a red colour, intense in proportion to the 
^-toluidine present. Pure aniline behaves like o-toluidine, but in 
presence of the latter a red filtrate is produced. Hence aniline must 
be absent, or its amount must be deduced from the b. p. and sp. gr. of 
the sample, and a corresponding amount added to the standard mixture 
with* which the sample is compared. 

A method of estimating small quantities of impurities in o-toluidine 
and (7-nitro toluene has been proposed by A. F. Holleman. (Rec. 
trav. chim. Pays-Bas, 1908, 27, 458-642). The impurity usually 
encountered in o-toluidine is the />-compound and the amount of this 
is estimated by converting the sample into the acetyl-derivative and 
observing the solidifying point. The solidifying points of known 
mixtures of the acetyl compounds of o-and ^-toluidine are given in the 
following table: 

p-Compound, %. 


Solidifying point. 
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42.8 grm. of the toluidine to be tested are added slowly to a solution 
of 25.2 grm. of oxalic acid discovered in i litre of hot water. After 
cooling to 0°, the crystals are collected on a filter and washed once with 
a litte water. The toluidine is then regenerated from liotJi crystals and 
filtrate by adding sodium hydroxide and distilling in steam. After 
separating the oil, the aqueous liquor must be extracted twice with 
ether to avoid loss. Both portions of toluidine are now converted 
into the acetyl compound by using for i grm. of toluidine, 2 c.c. of 
glacial acetic acid and i c.c. of acetic anhydride, evaporating on a 
water-bath and distilling in a vacuum. The solidifying point of the 
2 portions is determined and the amount of ^-toluidine deducted from 
above table. When the amount of ^-compound exceeds 1-2% the 
toluidine can be directly converted into the acetyl derivative without 
first preparing the oxalate. The presence of ^-nitrotoluene in o-nitro- 
toluene is detected by first reducing with iron and hydrochloric acid 
and treating the resulting toluidine in the above matter. 

Xylidinesf-^Amino-dimcthylbenzenes. CgH3(CH)2.NHj, 

Six isomeric substances of the above formula are theoretically 
possible, and all of them are known. Thus:^ 



v-Orthoxyh- 

dine 

ar-Orthoxyli- 

dine 

v-Metaxylidine 

Wroblewsky't 

so-called 

Orthoxyhdine 

Hydrochloride . 

+ I H7O 

+ I HiO 

+ iHiO, ncedlc.s 

4 -rHiO 

Solubility in 100 of 
water at 18" 

1 1 2 

■ Very soluble. 

9.3 

Very soluble. 

Nitrate 

Anhydrous 

Anhydrous 

Anhydrous. 

Anhydrous 

Solubility in 100 of 
water at 18“ j 

6 6 

j 0 4 

3 2 

3.7 

Normal sulphate * 

Anhydrous 

Anhydrous. 

1 Anhydrous 

j Anhydrous 

Solubility in 1 00 of | 
water at 18®. j 

1.4 

: 5 6 

1 Very soluble 


Acid sulphate ... j 

Is not formed under ordinary 
• condition.s 

+ 2 i IjzO 

+ 3 i HiO 

Solubility in 100 of' 
water at 18°. j 

1 


6 2 

1 Very soluble 


‘ The table » chiefly drawn up from the deecriptionn of the isomeric xyltdmes given by 
Roscoe and Schorlemmer, The characters differ considerably from those attributed to tt^ 
isomers by Wroblewsky (AnnaUn, 207, 9*). Nolting and Pick (atr , 1888, 21, 
however, consider that Wroblewsky’s v-oxylidine was simply impure u-metaxyudine, aao 
give the following Uftle o# characters of xylidine salu: 
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Base 

Positions of 
Groups 
CHi.Clia NHi 

B. p. 

Acetyl-derivative 

M. p. Appearance, etc. 

Characters of 
Hydrochloride 

v-Orthoxylidme 

1 

I 3 3 

333 ^* 

134° 

White needles. 

Moderately solu- 
ble white needles 
containing 

I H2O 

a-Orthoxyhdmc 

134 

1 

336” 
(melts 
at 49°) 

99 ° 

Long Vitreous 
prisms. 

Long, very thin 
prisms, contain- 
ing I H^O. 

v-Metaxylidine 

1 

I 

316° 

176.8° 

White needles; 
not saponi- 
fied by boil- 
ing alkali or 
acid. 

Thin anhydrous 

I plates; readily 
soluble. 

a-Metaxyhdine 

i . 134 1 

1 1 

1 ' 

212° 

129" ; 

While needles, j 

j 

Anhydrous rhom- 
bic tablets; 

slightly soluble 
in cold water. 

i-Mctnxyhdtn(! 

.! 135 

2 20° 

140 5° 

Large flat ; 

needles ! 

Large anhydrous 
needles. 

Paraxyliduie 

1 3 

3 n S'* 

139° ■ 

Long lustrous ’ Flat needles or 
needles • largo tablets. 


The modifications of xylidine produced by nitrating the xylenes of 
coal-tar naphtha and reducing the nitro-derivatives are chiefly a-o-xy- 
lidine, a-w-xylidinc, and /»-xylidinc, but 2 of the other isomers are also 
said to be produced. Only the a^meta-modification is of any value for 
the manufacture of azo-colouring matters, and of the cumidines, 
CjH 2(CH3)3.NH2, which are prepared by heating xylidine hydro- 
chlorides with wood spirit, only pseudo-cumidine is of value. On 
this account, the useless isomers are removed as far as possible from 
the metaxylene before nitrating (Vol. 2, page 219), and in fact the 
presence of even a few units per cent, of o-xylene will occasion con- 
siderable practical inconvenience by the formation of tarry matters 
during its conversion into xylidine. On the other hand, commercial 
xylidine often contains as much as 25% of />-xylidine. ^;-w-xylidine 
( 1 :3 :2) is prepared by converting commercial xylidine into the sulphate, 
which is allowed tcT crystallise, and the base liberated from the mother- 
liquor by alkali. The fraction distilling between 212° and 216® is 
heated with acetic anhydride. The ^;-m-acetxylidide formed is not 
acted on by boiling for several hours with 4 ’times its weight of dilute 
sulphuric acid containing 25% of HjSO^, but its isomers are decom- 
posed. On cooling, the unchanged acetyl-compound separates*, and 
after recrystallisation from hot water melts at On hearing it 
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for some time to 200°, with three parts of sulphuric acid containing 
70% of HjSO^, the sulphate of t'-w-x>lidine is formed. This salt 
differs from the sulphate of the isomeric xylidines in its very ready 
solubility in water. 

a-o-Xylidine (1:2:4) is the only modification of xylidine which is 
solid at ordinary temperatures. By gradually evaporating its solution 
in petroleum ether, it is obtained in thick monocJinic prisms, but when 
rapidly deposited, or caused to solidify quickly, it forms transparent 
vitreous tablets. It melts at 49°, and is sparingly solul)le in cold 
water, but readily in hot water, and also in alcohol and ether. Its 
aqueous solutions are not coloured by bleaching jxiwder solution. 
The hydrochloride is readily soluble in water, but only slightly in 
strong hydrochloric acid; its aqueous solution imparts an intense 
yellow colour to fir-wood. 

a-w-Xylidine (1:3:4). or ordinary xylidine, is best obtained by 
converting commercial xylidine into the hydrochloride and crystallising 
the product, from water. Both the hydrobromide and hydrochloride 
are only slightly’ soluble in cold water. The last traces of impurity 
can be removed from w-xylidinc by converting it into the acetyl- 
derivative, and recrystallising this substance from benzene till it has a 
m. p. of 129°. It is then decomposed by sulphuric acid. 

/^-Xylidine (1:4:2) has a sp. gr.*of o. 980. It is prepared by treating 
commercial xylidine with fuming sulphuric acid containing sufficient 
sulphuric anhydride to convert the bases into sulphonic ,acids. The 
mixture is heated to loo^^ for some time, allowed to cool, and the solid 
mass pressed under water to separate w-xylidine-sulphonic acid in the 
crystalline state; or the hot liquid is poured upon ice, when the w-sul- 
phonic acid, being with difficulty soluble in dilute sulphuHc acid, 
crystallises out. The mother-liquor is neutralised with chalk, filtered, 
precipitated with sodium carbonate, and again filtered. On concen- 
trating the filtrate, the sodium salt of /»-xylidine-sulphonic acid sepa- 
rates in nacreous plates, which are washed wdth a little cold water to 
free them from traites of tlie readily soluble rfleta-sulphoriatc. The 
salt yields ^-xylidine on dry distillation with ammonium chloride, 
while the sodium salt of w-xylidinc-sulphonic acid chars under the same 
treatment. p-XyMme may also be obtained by nitrating and reducing 
j&-xylene, which may readily be prepared from commercial xylene 
(Vol, 3, page 219). 

Cumidlne% — ^ndiio-lrimethylbenzencs. CgH^(CH3)3.NH2. 
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Various isomerides of this formula are known. The solid variety 
of commercial cumidine is made by heating xylidine hydrochloride 
and methyl alcohol together under pressure, to about 300°. The 
bases arc liberated and converted into nitrates, and the difl&cultly 
soluble nitrate of pseudocumidine separated from the mother-liquor. 
The base is again liberated and distilled. The fraction passing over 
between 230 and 240° crystallises on cooling, and consists of amino- 
pseudocumenc: (CH3:CH3:CH3:NH2= i:2:4:5). It crystallises from 
hot water in long needles, and from alcohol in large prisms, melts at 
68°, and boils at 234-236°. When converted into diazocumene it can 
be used for the preparation of azo-colours by reaction with naphthol- 
mono- and di-sulphonic acids. 

Isoduridine. Amino-tetramethylbenzene. C0H(CH3)^.NH3. 

When the hydrochloride of pseudocumidine is heated with methyl 
alcohol to 300°, the hydrochloride of isoduridine is formed. The free 
base, which also occurs among the bye-products of the manufacture of 
pseudocumidine, is an oily liquid which boils at 25o-253^,*and solidi- 
fies on cooling to crystals, m. p. at 14° 

Amino-pentamethylbenzene. (",,(0113)5. NH,. 

This base is obtained by heating dimethyl-a-pseudocumidine with 

methyl iodide. It forms large white needles, m. p. 151° and b. p. 277°. 

« 

Aniline Oils. 

The term “aniline oils” is applied commercially to all the different 
varieties of aniline manufactured on a large scale, equally whether the 
product in question consists of nearly pure aniline,* of toluidine, or of a 
mixturd of the two. The method of manufacturing the different 
varieties of aniline oil is substantially the same, the composition of the 
product depending on that of the hydrocarbon employed. The details 
of the method of manufacture are, of course, subject to variation, but 
the following is an outline of the method pursued in a well-known 
aniline W9rks: Cru(fe coal-tar naphtha is redistilTed to a temperature 
of 170° The product of the distillation, called “once-run naphtha,” 
is treated with strong sulphuric acid (sp. gr. 1.845) which removes the 
bases, hydrocarbons of the olefine and acetylene series, and some of the 
higher homologues of benzene. A subsequent treatment with milk of 
lime or sodium hydroxide eliminates the phenols and other substances of 
an acid character. The purified oil is washed with watetand redistilled 
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to obtain “ 50/90 benzol,” and this when fractionated with the aid of a 
dephlegmating column at once yields 99^'^! benzol, toluol, and solvent 
naphtha (compare Vol. 3, page 233). Solvent^ naphtha is now gen- 
erally further treated for the isolation of xylene, but the benzols and 
toluol are directly converted into Uie nitro-compounds by placing them 
in a vessel surrounded with cold water, and gradually running in a cold, 
previously made mixture, of 150^^) by weight of nitric acid of 1.4 sp. gr. 
with 200% of concentrated sulphuric acid. When the reaction is com- 
plete the mixture is allowed to stand, and the lower layer of acid is 
tapped off and concentrated again in glass for repeated use. The 
nitrobenzol is washed several times with sodium hydroxide, and tlien 
treated with open steam to drive off unchanged benzol and “light 
stuff.” The nitrobenzol (or nitrotoluol obtained in a precisely similar 
manner) is then placed in a still with hydrochloric acid, and borings or 
filings of grey cast iron added gradually. Iligh-prcssure steam is 
blown in, and the nitrobenzol which distils over is separated from the 
condensed •^vater, and returned to the still until the complete solubility 
of the distilled oil in hydrochloric acid shows that the reaction is com- 
plete. Milk of lime is then introduced, and the liberated aniline 
distilled off by the aid of steam. Aniline sinks to the bottom of the 
condensed water, but when toluidine is being made the oil floats on 
the surface. The condensed watcA contains from 2 to 1 % of dissolved 
bases, and is converted into steam for the aniline stills. 1 he iron is 
converted into a black paste, consisting chiefly of FC3O4, which is sold 
for purifying gas. The aniline oil is distilled to separate water, etc. 
The addition of lime to liberate the aniline is not strictly necessary, and 
in many works it is omitted, dhe first reaction seems to be: 

CflH5.N02-fFc3 + 6IICl = 3FeCl2TC«H5.Nn2+ 21120. 

The ferrous chloride formed also acts as a reducing agent, being 
converted into ferric chloride, which in presence of water gives ferric 
oxide and aniline hydrochlorate. The end-products are chiefly 
aniline, ferroso-ferrv oxide, and a weak solution of ferrous chloride. 
The hydrochloric acid seems to act chiefly as a carrier, .sb that the 
general reaction may be represented by the equation: 4CgH5.N02*f 
9Fe-f4H20 = 3Fe30,-V4CflH5.NH2. Acetic acid was formerly em- 
ployed in place of hydrochloric acid, but its use is now almost, if not 
entirely, obsolete. Its use in too large a proportion tended to the for- 
mation of acetan^ide. Too large an excess of iron, or its too rapid 
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addition, may cause loss from a reproduction of benzene, which defi- 
ciency of both iron and acid favours the production of azo-benzene. 

Composttion and Assay of Aniline Oils. 

There are 3 leading kinds of aniline oil now recognised in the 
market, namely: (i) Pure aniline oil; (2) aniline oil for red; and (3) 
toluidine. The demand for xylidine for the manufacture of azo-reds 
has considerably influenced the character of commercial aniline; since 
the 50/90 benzol, which was commonly used for the manufacture of 

aniline for red,” formerly contained a notable quantity of xylene, 
which is now removed and converted separately. Since the employ- 
ment of dcphlcgmating columns has become usual, benzene and toluene 
of almost constant b. p. have been manufactured. From the pure 
hydrocarbons the corresponding bases are prepared, while from the 
intermediate oil, containing about 25% of benzene and 75 of toluene, 
an aniline oil for red is manufactured, which contains about 25% of 
aniline, from 20 to 25 of />-toluidine, and 45 to 50% of« fktoluidine. ‘ 

In addition to the foregoing leading qualities of aniline oil, products 
of very varying composition and degrees of purity have to be dealt with 
by the dye-manufacturer. Thus in making magenta by the arsenic 
acid process, fully one-fourth of the aniline distils off and is condensed. 
But this recovered aniline is found bn rectification to have a consider- 
ably higher density than the original oil (1.015 to 1.009 against 1.0075), 
and to consist almost entirely of aniline and o-toluidine, whereas the 
original oil contained from 15 to 25% of />-toluidine. This is either 
employed for the maufacture of safranine or very red shades of blue, 
or crude /^-toluidine is added to it in such proportion as to bring it 
approximately to tlie original composition. Similarly, in the manu- 
facture of magenta by tlie nitrobenzene process, the recovered aniline 
contains notable quantities of nitrobenzene, while from other processes 
methylated and ethylated anilines are obtained. Recovered anilines 
are deeper in colour and of greater body than unused oils, and often 
have a strong and sbmewhat characteristic odoiJr. They are rarely 
met with outside the colour-works in which they have their origin. 

On next page is a tabulated list of the more important or frequently- 
occurring constituents of aniline oils.^ With tfie exception of aniline 

1 The composition of aniline oil for red is often judged of by the consumer solely from the 
sp. gr., and he or the aniline-maker adjusts it accordingly by adding aniline or toluidme 
to the crude nil as the gravity may indicate. 

• Hell and Rockenbach {Ber , 1889, 22, 505) have investigated some other non-baaic con- 
stituents of aniline and toluidine tailings. t' • 
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and its homologues, and the substituted anilines, very little is known 
respecting the effect of the substances formulated in the table on the 
colouring matters produced. For tlie most part the objectionable im- 
purities are got rid by fractionating the crude aniline oil. 


Name 

j Formula 

M. p 

B P 

ke marks 

Aniline 



j an^NH. 

-8" 

18.3 7'’ 


Tolui- [ 


1 a 

1 3 

I 4 

|| C,,Il 4 (CII,) Nil. 1 

below — 20” 
Ik low — 13"’ 
4 S° 

igg'^ 

ly?" 

IV.S'--’ 


Xylidine (several 
isomers). 

C,,lIj(CHj).. NH.. 


2 1 3 '220 


Cumidine (several 
isomers, chiefly 
pseudocumi(hne) 

Cf,Hi(CH 3)3 Nil, 

(> i ’ 

y 35 ' 


Mcthyl-anilmc 

Cell'. NH(C 1 I,) 


1«>2 ’ 


Dimethyl-aniline 

CcH. NtCHi). 

0 s 

T'>2 ’ 


Ethyl-aniline 

Cell. NIKCdl ) 


2 C 4 '^ 


Diphenylamine 

Coll, NIKC.II ) 

.c 

’02 


Acetanilide 

C«n , NH(C.Ha)) 

1 1 2" 

2 >> 5 '’ 


Acetotoluididc 

.y 

} Cf,H 4 (CH 3 ) NH(CdhC) ' 

Os <><*'' 

1 17 '" 

302- JO4' 
300-307 ' 

1 Produced by action 
of heat on tolui- 
, dine acetate. 

Nitranilines 



CoH 4 (N 02 ) NHr 



l^rom imperfect re- 
duction of dinitro- 
iienzene. 

Paranihne 



CijICiN. 

1 2" 

3 30" 


XenyUrnine 



CwH.. .\II 

.« S 

322' 


Phenylene di- 
amine {para-) 


cai 7 (NIL)i 

(M' 

2K7 ■ 

Reduction of dm tro- 
benzene. 

Toluylenc-di- 
amine {para-) 

CoHj(CH 3 ) (MlJi 

’ 

283-285" 

Sec page 107. 

Azobenzene 

C«H= NiCoIL 


yyj" 

Imjierfect reduction 
of nitrobenzene 

Nitrobenzene 

CoHb (NO^) 

3 

210" 

Vol. 3, page* 1 1. 

Dinitro-ben- 

zenes 

f;;;. 

1.- 

, CcH 4 (N 02)2 

118' 

yo^' 

I 7 j'’' 


Mrmoclinic tables 
Long needles or thin 
rhombic tables 
Monoclinic needles 

Nitrotoluenes 


! Cf,H 4 (CH 3 )(N 02 ) 

J 

>elow — 20" 
16'’ 

54"^ 

22;’ 

230“ 

238" 

Sp gr. 1 , 163 at 23 5® 
.bp gr. 1 . 1&8 at 22". 

Benzene . . . 

CoH, * 

5 

80 s" 

Vol 3, page lyy. 

Toluene ... 

C«H'.(CH,) 

below ~ 20“ 

1 1 1" 

Vol 3, page 215. 

Aminothiophene 

CJIsSNH: 

• 




Paraffins 

CiH2n+2 j 


.... Especially in aniline 
j oils derived from 
! canncl-tar benzols 


The essay of aniline oils is usually limited to observations of the 
colour, odour, and sp. gr., supplemented by a careful fractional distilla- 
tion and tests for water, nitrobenzene, hydrocarbons, etc. 

The sp. gr. of aniline oil is a valuable indication of its composition. 
The observation must be made by the plummet or sp. gr, bottle at 
exactly 15^, and the result referred to water at the same temperature 
taken as unity.' 

The following figures represent the densities as thus observed: 


Pure aniline. 

sp. gr. at 15°. 
1.0268. 

Aniline oil for red, 

1.0075 1. 0012. 

o-Toluidine, 

1.0037. 

Mixture of equal parts of o- and 1 
/>-toIuidine, j 

[ 0'997S- 

/-Toluidine (solid), 

1.046. 


The odour of pure aniline is very different from that of the toluidincs. 
The presence of toluidine in aniline is indicated by the density of the 
sample, its diminished solubility in dilute alcohol (page 7*9^, and by the 
results of the fractional distillation (page 79). In addition to these 
characters, the following tests arc sometimes of service: 

Pure aniline affords no rosaniline on treatment with oxidising agents, 
but if toluidine be present magenlc^is readily formed. The test is best 
made by mixing 5 c.c. of the sample of aniline with an equal measure of 
a concentrated solution of ansenic acid, containing about 75% of As^Og 
and having a density of 2.04. The mixture, contained in a small flask 
or long test-tube, is immersed in a paraflin-bath heated to 180°. The 
mixture rapidly changes in colour, and swells considerably. When the 
action, is complete, the contents of the tube acquire a metallic bronze 
appearance and no longer intumesce. I’hc product is treated with 
boiling water, when, if the sample contained toluidine, arseniate of 
rosaniline dissolves and communicates an intense crimson colour to the 
liquid. Neither pure aniline nor toluidine alone gives this reaction. 

If a sample of commercial aniline be mixed witji some solid magenta 
and a fdw drops of glacial acetic acid, and the whole heated to 180°, 
as described above, ammonia is abundantly evolved, and in a short 
time the mixture becomes intensely blue from the formation of tri- 

^ P. Schoop (Chem. Ztit , 1885. 9, 178) gives the sp. gr of pure aniline as i 0.177 at 
0-toluidine as i 0141; and f»-toluidine as 1 004s at the same temperature; the coefficient of 
expansion being in each case 0.00081 for 1°. 
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phenyl-rosaniline. With pure aniline the blue is vcr>' pure in. shade, 
but when toluidine or xylidinc is treated in a similar manner the 
product is intensely purple, and a mixture of the bases gives propor- 
tionate intermediate shades of colour. If a little of the “melt” be 
withdrawn from the tube, diluted considerably with alcohol, a few 
drops of acetic acid added, and tlien streaked on white lilter-paper by 
means of a glass rod, the purple tint is readily observed, especially if 
the paper be held up before a gas-flame. 

A valuable indication of the general composition of an aniline oil is 
obtained by submitting the sample to fractional distillation, and noting 
the proportions of distillate obtained at various tem})eratures. The 
distillate may be measured after each rise of 5° in the b. p. of the 
sample, or the temperature may be ol)served when each consecutive 
5 or fraction has passed over. '^J'he latter is the plan now com- 
monly adopted, 160 c.c. of the sample being em[)loyed, and the 
arrangement of tlie apparatus being exactly the same as in the 
fractional distillation of benzols (Vol. 3, page 233). 

The heat is applied cautiously at first, in order to dissipate any 
water. When this is elTected, which will lie known by the rapid rise 
of the thermometer, the heat is so regulated that the <lisiillate shall 
fall in distinct drops, aliout Oo pier minute. With each increase of 
10 c.c. in the volume of the distillate the temperature indicated by the 
thermometer is observed and recc^rded, the process being continued 
till 90 or 95 c.c. have passed over. 

A very simple test for aniline oils was devised and communicated to 
Allen by the late B. Nickels, who found it to give u.seful results, and to 
indicate differences between samples not readily distinguishable by the 
ordinary fractional distillation prcjcess. 1 he test is btised on the 
greater solubility in dilute alcohol of aniline as compared with toluidine 
and xylidinc, and is thus performed: 5 c.c. measure of the sample is 
taken with a pipette and diluted to 40 c c. with methylated spirit. 
Distilled water is then gradually added from a burette, wdth constant 
shaking, till a permanent turbidity is produced, when tlie volume of 
water employed is noted. Operating in this way, a sample of very 
pure aniline required 126 c.c. of water to produce permanent. turbidity. 
The following figures, obtained by Nickels in 1881, show the results 
yielded by three typical specimens of commercial aniline as then 
manufactured: 
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A 

13 

c 


Pure aniline 

Heavy aniline ' 

Toluidine 

Colour ... 

bp gr, at i^s 5" . . 

Pale amber 

Amber 

Deep brown. 

1 02s 

1 .01 1 

1.003 

Water requiud fur precipjt.itinii 

106 4 c c 

73 7 c.c. ; 

63.3 c.c. 

10% distilled over at . . 

30 % distilled over at 

30% distilled over at 

40% distilled over at 


1 89® 


183} 

isoi : 

1 

i 9 Si 

183I 

1 190 

196 

184 j 


196^ 

50% distilled over at 

60% distilled over at 


1 191J 

197, 

184 

ig2i j 

I 97 i 

70% distilled over at 

80% distilled ovi'r at . 

90% distilled over at 

i 184 

193 

198 

. 1 184 

I 94 \ ! 

I 98 i 

i 84 i 1 

197 


95% distilled over at 

184J 

201 



Sample A was a fair commercial specimen of the quality known as 
“pure aniline,” and actually contained some 95% of real aniline. An 
article of this high purity is required for the manufacture of aniline 
blue, triphenyl-rosaniline (see page 76), any notable admixture of 
toluidine resulting in a product dyeing with reddish tinge. ^ 

The quality known as “heavy aniline,” exemplified by B, is a fair 
sample of aniline oil for red (see page 76). This class of aniline is 
produced from benzols containing a considerable proportipq of toluene, 
and the aniline oil itself is a mixture of aniline and toluidines. Good 
samples of aniline oil for red contain from 35 to 42% of real aniline, 
35 to 50% of o-toluidine, and 14 to 24% of />-toluidine. 

R. J. Friswell thinks 100 c.c. an undesirably small quantity for 
fractional distillation. He prefers to operate on 250 c.c. which he 
distils in a tlask with a side-tubulure, and he recommends an observa- 
tion of the temperature at which the last drop disappears from the 
bottom of the flask, A naked flame is used, and a few fragments of 
platinum wire or fire-brick added to the contents of the flask. The 
following figures were obtained by Friswell (Thorpe’s Diet, Applied 
Chem.yly 165) by the examination of commercially pure aniline. 



! No. I 

No. a 

No. 3 

Sp. gr at 15'" • 

... 1 1.02710 1 

I 02684 ; 

1 02690 

10% over at . . 

. ■ 184 7"' 

184 6'^ 

184.6^ 

30 % over at 

. .1 184 7 1 

' 184 8 

184.6 

30% over at ... 

40% over at 

50% over a% 

60% over at 

184 7 ; 

184.8 

184.7 

184.7 

104 . 8 

184.7 

184 8 1 

184.8 

184.8 

. I 184.9 1 

184.8 

184.8 

70% over at 

.. , 185 0 1 

184.8 

! 184.9 

80% over at 

..: 185.1 I 

184.8 

1 184.9 

90% over at 

Dry at 

185.1 1 

... . 186 7 ! 

' 1 

1 184 8 

186.8 

j 185.0 


1 In good samples the b p. holds closely together, differing by i or 3 only. 
Inequalities or jumps in the b. p . especially at the beginning and end of the distillation, 
indicate badly-made samples or mixtures. 
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Any water present in aniline oil will be found in tlie very first portions 
(first fraction of io%) whenever tlie sample is submitted to distillation. 
It takes the form of globules, which are not miscible with tlie next 
fraction of the distillate nor with petroleum spirit. Water may exist in 
aniline in any proportion from a trace up to 3 or 4%, but a good commer- 
cial rectified specimen should no contain more than 0.5'.'^). Aniline is 
readily soluble in a strong aqueous solution of aniline hydrochloride. 
A solution of the kind, of 1.08 sp. gr. is stated by Watson Smith to be 
sometimes sold as aniline oil, which in colour and taste it closely 
resembles. Such a fraud would be at once detected on distillation. 

Benzene, toluene, and other hydrocarbons will separate when the 
first fraction of 10% (10 c.c.) is treated with an equal volume or slight 
excess of hydrochloric acid, and water added to 100 or 150 c.c. They 
assume the form of oily globules whidi fioat even on diluting the liquid. 
The best samples of pure aniline show only a slight oj)alescence wlien 
thus treated, but the smell of the “light stulT” is always perceptible. 
In recovered anilines these iraj^urities exist to a notabie extent, since 
they survive th^ reactions by which the bases are consumed. Aniline 
for red usually contains somewhat more hydrocarbons than pure 
aniline. 

Nitrobenzene and nitrotoluene may be recognised, even when mere 
traces are present, by the milky appearance of the liquid produced by 
saturating 10 c.c. of the original santple of oil with hydrochloric acid. 
On diluting the liquid with water, and leaving it at rest for some hours, 
any considerable quantity of nitrobenzene will collect at the bottom 
in the form of oily globules, which, after .separating the acid liquid, 
may be identified by the smell and other characters. Still smaller 
quantities of nitrobenzene may be recognized if the “tailings” be 
operated upon instead of the original sample. Nitrobenzene occurs 
more frequently in magenta-aniline and toluidine tlian in the oils of 
lower b. p. 

Nitrobenzene is also indicated by tlie yellow colour of the froth pro- 
duced when the sample is violently agitated. 

Acetanilide and acetotoluide were impurities characteristic of 
aniline prepared by the reduction of nitrobenzene with acetic acid and 
iron, but are now rarely met with in aniline oils. In any case they 
would become concentrafed in the “tailings,” together with phenylenc- 
diaraine, azobenzene, paraniline, xylylamine, etc. 

Aniline tailings is the name applied to the least volatile portion of 
Vql. VI.— 6 . 
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aniline oils. They contain little or no aniline; some toluidine, xylidine 
and cumidine; nitrobenzene and its homologues; and some or all of the 
bi-proddlls tabulated on page 77 which boil above 200°. 

The composition and special methods of examination of commercial 
toluidine are described on page 63 et seq. 

Anilides. 

The anilides are derivatives of aniline in which one or both of the 
hydrogen-atoms of the amino-group are replaced by acid-radicals. 
The homologues of aniline yield similar derivatives (e. g., aceto-toluide. 
The most important and typical member of the class is acetanilide or 
phenylacetamide: 

CJIj.NiKCjHaO); or C2H30.NH(C,H5). 

A number of derivatives of acetanilide have been prepared, and 
certain of them have found some employment as analgesics and anti- 
pyretics, as for instance: 

Acetanilide, Phenylacetamide. Antifebrin. CoH3.NH(C2H30). 

Bromacetanilide. Antiseptin. Bromi- ) 
natedamifebrin. [ ( .HBr.N.H(C,H, 0 ). 

Melhylacetanilide. Exalgin. Methyl- | xT/rti u r\\ 
ated antifebrin. . j C,H,,.N(Cn3)(C,H,0). 

Aceto-amidopheiiol. Hydroxy-antifebrin. C,,H4(0n).NH(C2H30). 

I C.H,(O.CH,).NH(C,H, 0 ). 

I C,H,(O.C,H,).NH(C,H, 0 ). 

Amido-phenacetin. Phenocoll. C8H^(0.C2ll5).NH(C2hl20.NH2). 

Most of these substances are described in the following pages. The 
relationship of antifebrin to hypnone, hydracetin (pyrodine), and 
phenyl -urethane, is shown by the following formulae: 

Acetophenone. Jlypnone. ^ C0H5.(CO.CH,). 

Acetstnilide. Antifebrin (see below). C,H5.NH.(CO.CH3). 

Acet-phenylhydrazine. Hydracetin. CjH5.NH.NH.(CO.CH3). 

Lajvulinyl-phcnylhydrazine. Anti- 
thermin. 

Phenyl-urethane. Bluphorin. C8H5.NH.(CO.O.C^H5). 


C,H,.NH.NH.(C,H,02). 


Aceto-anisidine. Melhacetin. 

Methoxy-antifebrin. 
Acet-phenethidine. Phenacetin. 
Ethoxy-antifebrin. 
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Acetanilide. Phenylacetamide. CeUj-NIUCjIIgO). 

This substance was originally obtained by tlie actioil^of acetyl 
chloride on aniline. It is more conveniently prepared by boiling 
aniline with glacial acetic acid for many hours under an inverted 
condenser, until the product solidifies on cooling. The mass is then 
melted and poured into water, to remove unconverted aniline and 
acetic acid. It may be purified by distillation and crystallisation from 
alcohol, benzene, or hot water, from which it separates in colourless 
unctuous laminae, resembling boric acid, soluble in about 190 parts of 
cold or 18 of boiling water. Acetanilide is odourless, but produces a 
slight burning sensation on the tongue. It occurs commercially as a 
crystalline powder or scales. It melts at 113^, and distils un 
changed at 295°. Acetanilide dissohes in 3.5 parts of alcohol, and 
is very soluble in ether, chloroform, and benzene, yielding neutral 
solutions. 

Acetanilide is a w'cak base. The//y</m///<?r/</cisobt.iined bypassing 
hydrochloric,* acid gas through a .solution of acetanilide in acetone. 
It forms needles w'hich are decomposed into their constituents by water, 
and gradually converted into acetic acid and aniline hydrochloride on 
exposure to moist air. 

Acetanilide dissolves in strong sulphuric acid without change of 
colour. On treating the solutioif with nitric acid, the acetanilide 
is converted chiefly into ^uru-nitroacctanili^le, .some of the oftho- 
compound and, in presence of a large excess of sulphuric acid, a 
little of the 7«c/j-compound being also formed. Nitrous acid, passed 
into its acetic acid solution, converts acetanilide into an unstable nitros- 
amine, C«H5.N(C'3ll30)(N0). When healed with zinc chloride to 
about 250°, acetanilide yields Jlavaniliftc, ( j„Ilj4N2,liCl (\ol. 5)* 
Treated in alcoholic solution with sodium ethylate, acetani- 
lide yields a sodium derivative, C ^IIj.NNaCjHgO, but when this is 
boiled with water it splits into aniline and sodium acetate. Acetanilide 
behaves like aniline on treatment wdth alkali hydroxide and chlorofortn 
(page 56), and the formation of the disagreeably smelling isonilrile is 
a delicate reaction for its presence. 

Acetanilide behaves like aniline when treated with phenol and 
a solution of bleaching* powder (page 57). 

When treated with a solution of potassium chlorate in strong 
sulphuric acid, acetanilide gives a red colouration, changed to yellow 
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on dilution. With a crystal of a nitrite and a drop of concentrated 
hydrochlmjic acid it produces a yellow colour, changing on heating to 
green an(ft)luc; and, on evaporating the liquid to dryness, an orange 
residue is obtained, changed to red on adding ammonia (Vitali). 

When acetanilide is heated gently with mercurous nitrate, a sub- 
stance is produced which dissolves in alcohol with green colour (Yvon). 
If a few centigrams of acetanilide be gently heated with 2 or 3 drops of 
a solution of mercurous nitrate, and when solution has been effected 
2 or 3 drops of sulphuric acid added, a blood-red colouration will be 
produced (Celia and Arzeno). The same reaction is produced by 
phenol, resorcinol, thymol, and salicylic, gallic, and tannic acids, but 
not by benzoic acid. 

Acetanilide gives no colour-reactions with ferric chloride, nitrites 
in very dilute solutions, or potassium dichromate in aqueous solution. 
These reactions distinguish it from antipyrine and kairine. 

Various other colour-reactions of acetanilide have been described. 
The tests given in the United States Pharmacopaaa arc included in 
those given herewith. As a rule, the most satisfactory method for its 
positive identification is to heat the substance with alcoholic potassium 
hydroxide, dilute with water, and sliake with ether. The ethereal 
layer is examined for aniline, while the aqueous liquid is tested for an 
acetate. 

To detect acetanilide in urine, Vfllpius boils the liquid with hydro- 
chloric acid, cools, extracts with ether, and tests the ethereal solution 
with phenol and bleaching powder solution. 

E. Ritsert {Pharm. Ze/L, 1890, 35, 306) gives the following tests for 
the purity of commercial acetanilide: The sample should leave no 
ash on ignition, and after drying for 2 hours at 105°, should melt at 
1 14®. A higher or lower m. p. indicates the presence of aceto-toluides. 
o.i grm. dissolves in i c.c. of strong hydrochloric acid to a clear solution, 
which, after a few minutes, precipitates acetanilide hydrochloride 
(methyl-acetanilide docs not yield a similar reaction). No change 
should be produced on adding a drop of nitric acid, which, after a time, 
produces a yellow or’ brown colouration if phen^cetin or mcthacetin 
be present. If o.i grm. be boiled in portions in 2 c.c. of strong hydro- 
chloric add, the solution cooled, and a drop or two of chlorine water 
added, a fine blue colouration is produced. The aqueous solution of 
acetanilide should be free from acid reaction (indicating acetic add). 
On boiling it and adding ferric chloride, a deep reddish-brown colour 
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should be produced, destroyed by a mineral acid. If a drop of dilute 
solution of potassium permanganate (1:1000) be added to a boiling 
aqueous solution of i grm. of acetanilide in 30 c.c. of water, tlic pink 
colouration at first produced should pcrsi^t at least 5 minutes, and 
should not change to yellow on again boiling. Precipitation at this 
stage indicates the presence of free aniline, resinous products, aceto- 
toluides, or other impurities. 

In the additiotis (1890) to the British rhurfuaropa'in, acetanilide is 
described as melting at 112.8°, and di.'^solving in sulphuric acid with- 
out colouration. The solution in 18 parts of boiling water should be 
clear, neutral, and odourless; and after coolint; sliould not be coloured 
on adding ferric chloride. This is directly opposed to the cxi)erience 
of Ritsert above quoted. In the Gervian rharmaLOpaia the direction 
is to add ferric chloride to a cold saturated solution, thus avoiding the 
dissociation and formation of acetic acid liable to occur on boiling. 
According to the German Pliarmaropo ia^ on heating with alkali 
hydroxide solution, acetanilide gives olT an aromatic vapour, which, 
after addition of a drop of chloroform and renewed ap])lication of 
heat, is changed to tlic disagreeable smell of the isonitrile. Further, 
o.i grm. of acetanilide should yield a clear solution when boiled with 
I c.c. of hydrochloric acid for i minute; and, after adding to the 
liquid 2 c.c. of carbolic acid, a cloydy led colouration should be pro- 
duced by solution of bleaching powder, changi d to a j)ermanent indigo 
blue (indophenol) on adding excess ol ammojiia. 

Acetanilide has powerful antipyretic properties, and has received 
an extensive application in medicine under the name of “antifebrln,”^ 
though dangerous symptoms are sometimes produced by it {Phartn. 
Jour., [iii], 20, 1059). The dose is from 3 to 10 grains. 

According to Saizcr, commercial antifebrin is liable to certain 
unchanged aniline, which may be detected by dissolving the sample 
n cold hydrochloric acid, and pouring on tlic liquid a solution of bleach- 

* When administered to rabbits, acetanilide is oxidi.id to ii.'xra-arninoplK.nol, C(Hi(01p - 
KH'>, with complete ciiiiun.'O.Hjn ot the acct>l-t 4 iou}) In dogs there is a sin ill formation of 
para-aminophcnol, but llieiiiiel change consists in a simulUmeous o.vidalion of ^he aniline- 
residue to ortho-anunoplienol, of iiic acctjl group^lo caibuxyl, and m ine Jormalicm of 

c.arbonyl-ortho-hydroxyamiuophcnol, C(,lIj(OU) '1 ^ | CO, the anhydnde of which is ex- 

creted in the urine as a sulphate In both the rabbit and the dog the amulo-ohenols are 
also eliminated as sulphates. In man, the acctyl-group is not wholl / oxidised, tlie urine 
containing the sulphate of aceto-paraminophcnol. In all cases there is an oxidation ol one 
of the hydrogen atoms of the benzene-nucleus to hydroxyl, while the proportion of ethereal 
sulphates is increased, the unne is red from excess of bilirubin, reduces alkaline cupnc 
solufion, and is strongly levorotatory , the optically active substance probably being the 
above-mentioned sulphate (Grcssly and Ncncki, Monalsh, 1890, iz, 253)- 
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ing powder. Pure acetanilide yields a white precipitate, which dis- 
solves on shaking the liquid, but after a time colourless silky needles 
separate. In presence of aniline the well-known violet colouration is 
produced. 

Acetanilide has been used as an adulterant of antipyrine. The m. p. 
of the pure substances are nearly identical, but a mixture of equal 
proportions of the two melts at 45°. 

Of the 3 isomeric aceto-toluides, only the metacompound possesses 
antipyretic properties. 

Diacetanilide, CJIsN; is a crystalline substance melt- 

ing at III®. It is purified by cry'stallising out of benzine. 

Formanilide, phenyl formamid,CoH5:NH(HCO). Colourless crys- 
tals, m. p. 46®, soluble in water, alcohol and glycerin, d^his substance 
is prepared by heating aniline and formic acid in a way similar to the 
preparation of acetanilide. It is an antipyretic analgesin and local 
anesthetic. 

Gallanilid, gallanol, CoH^NH.('O.CflH.^(OH) 3, colourless crystals of 
bitter taste, m. p. 205®. Hot water, alcohol and ether are solvents. 
It is used as an astringent for wounds. 

Para-brom-acetanilide, CJl.Br.NIKCO.CHj), has been intro- 
duced as a remedy under the name of “anti.sep.sin.’' It forms small 
pearly prisms, melting at 164.5®, devoid of taste or smell. It is 
soluble with difficulty in cold, but readily in hot water, as also in 
alcohol and ether. 

Acet-methylanilide or methylacetanilide,C 6 n 5 .N(CH 3 )(C 2 H 30 ), 
is prepared by warming together mcthylaniline and acetyl 
chloride. The product is boiled with water, when the new substance 
crystallises on cooling. Methylacetanilide has been introduced as an 
anti-rheumatic and analgesic under the name of “exalgin.” In doses 
of 0.5 to 4 grains its effects are said to be very satisfactory. Exalgin 
forms fine needles or large white tablets (compare “Acetanilide"). 
It melts at loo-ioi®, boils without decomposition between 240 and 
250®, and is slightly* soluble in cold w'ater, but njore so in boiling, and 
very soluble in water containing a little alcohol. It is saponified with 
difficulty by alkali hydroxide, but completely by concentrated hydro- 
cliloric acid, with formation of acetic acid and* mcthylaniline. 

Acetanilide and methylacetanilide may, according to V. Zotier 
{VUnim Pliarm., 1910, 51, 255), be distinguished by Uie following 
reactions: About 0.05 grm. is treated with 10 drops of hydrochloric 
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acid and boiled for 2 minutes. The liquid is then cooled, 5 more 
drops of hydrochloric acid are added, tJien i drop of ^ sodium 
nitrite solution; after allowing reaction to take place for 10 minutes, 

I c.c. of phenol is added and then, gradually, enough strong sulphuric 
acid to give a homogeneous mixture. Of this, 0.5 c.c. is treated with 
sufficient sodium hydroxide solution, sp. gr. i 332, to give a clear 
solution. In tlie case of cxalgin a blue colour will be obtained and 
with acetanilide a yellow tint. Mixtures will naturally vary from 
yellowish to green. The various details of the test must be rigorously 
observed. 

Hirschsohn states that methylacetanilide may be distinguished from 
acetanilide and phenacetin by treating i grm. with 2 c.c. of chloroform, 
which dissolves the exalgin only. A chloroform .solution of exalgin 
remains clear on adding 10 volumes of petroleum ether, whereas the 
solutions of antifebrin and phenacetin become turbid. 20' [) of acetani- 
lide, or 10 of phenacetin, may be detected in cxalgin by these reactions. 
An aqueous solution of antifebrin gives a brom-derivative on adding 
bromine-water, thus differing from exalgin and phenacetin.^ 

Benzanilide, C(,IIs.NII(CO.C„llJ, is obtained by the action of 
benzoyl chloride on aniline, or by boiling together equivalent quantities 
of benzoic acid and aniline. It forms a while, crystalline powder, melt- 
ing at 160-161° and volatile willi4)Ut decomposition. It is almost 
insoluble in water, but dissolves in 58 parts of cold, or 7 of boiling, 
alcohol, crystallising on cooling in nacreous plates. It is difficultly 
soluble in etlier. Benzanilide is not attacked by aqueous alkalies or 
acids, but is saponilied by fusion with potassium hydroxide. It has 
been found valuable as an antipyretic for children, in doses of 2 to 8 
grains, and is said not to produce objectionable secondary" effects. 

Phenyl-urethane, Coll5.NH(CO.O(’2H5).— This compound has 
recently acquired a practical interest owing to its introduction as a 
synthetic remedy under the name of ‘‘cuphorin.” It is produced by 
the reaction of aniline on ethyl-chlorocarbonate, and occurs as a white 
crystalline powder, of |l faintly aromatic odour and. scarcely perceptible 
taste, which subsequently becomes acrid and dove-like. It fnelts at 
49 to 51°, boils at 237°, and is only .slightly soluble in cold water, but 
very freely soluble in alcohol, and sufficiently soluble in sherry and 

1 Exalgin may also be distinguished from antifebrin. methaectin. and phenacetin by treat- 
ing o I grm with i c c of concentrated hydrochloric acid Phenacetin rcni.tins insoluble. 
Antifebrin dissolves, but separates again in crystals of the hydrrx-hlonde Methaectin also 
dissolves, but is recognised by the reddish-brown ccloumtion produced on addin^]^ x drop 
of nitnc acid. 
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Other alcoholic liquids to be conveniently given in solution in such 
menstra. According to Sansoni, after administration of phenyl- 
urethane, the urine shows tlie para-aminophenol reaction either directly 
or after distillation with potassium carbonate. The proportion of 
urea is increased, but the urine is free from phenol, aniline, albumin, 
and sugar. 


Substituted or Alkylated Anilines. 

These bases result from tlic replacement of one or both of the 
hydrogen atoms of the amino-group of aniline by alkyl or similar 
radicals. 

'I'he l)ases of this class are obtained by heating tlie hydrochloride 
or other salt of aniline (or iti> homologues) with the alcohol with which 
it is intended to react, or the halogen salt of this alcohol with free 
aniline. 

Th(' only substituted anilines ^\hil]l re(|uir(‘ special description are 
tlie following. 


rcri.,u' I 


Sp ^'i B I) 


Mothyl-antliiio 
Dimiithyl ftiiilmo 
lithyl-ftniluK' 

Du'Uiyl-.'inilttK' 

Plu'nvl at\iliiir (Diiilu n\ l.ni’iiit ) 
Diptu ii> 1 atiiluic I’nplu tis l.iinm< ) 


(Ml NlKClh) 
(Ml N'B It.)- 
(ML NlpC H ) 
(' !l, \i(^H L 
(M/, XH(( I! ) 
(Ml, \(C .11 )• 


0 7C> rit ! i()i 

^ \ e,' igi 

>j . V it I S ' 30 t 

‘>'7 at 1 t ^ 

0)1 ^02 


Diphon)lamine is a very weak base, and in triphenylaminc the l)asic 
cliaracter is entirely lost. 

Methyl-aniline. C„1 r,.N} I (Cl I 3 ) . 

This base is obtained by the action of iodide, nitrate, or chloride of 
methyl on aniline, or by heating methyl alcohol with aniline hydro- 
chloride.^ In all cases dimethyl-aniline is formed simultaneously, and 
hence in tlic production of mono-methyl-aniline a portion of the aniline 
remains, in practice, unattached. " 

( Pure mcthylaniline may be obtained liy the reaction of methyl iodide on sodium acet- 
anilide, C«JIj.NNa(Cdli(7), and 5a|>onification ot the re^sultant conipourd by alkali 
hydmxid** 

* To separate this from its mono- and di-methyl-derivatives, dilute sulphuric acid is added 
as lonR. us amline sulphate continues to separate The sulphuric acid solution is separated 
from the solid aniline sulphate by pressure in a linen cloth, and the expressed liquid treated 
with sodium hydroxide The substance which separates is dried and treated with acetyl 
chloride until no further rise of temperature is observed, When the product is poured into 
cold water. On cooling, methyl-acetaniUde, C«Hs.N(CHj»)(CjHjO), separates in long needles, 
while dimcthylaniline hydrochloride remains in solution. The former product is saponified 
by boiling with dilute hydrochloric acid, which converts it into acetic acid and metnyl-ani- 
line hydrochloride. Another method of separating aniline from its mono- and di-mcthyl- 
derivatives is referred to in the footnote on p qi Methyl-aniline can be re-formed by 
treating its nitroso-derivatives with tin and hydrochloric acid. 
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Methylaniline is a liquid boiling at 192®. It resembles aniline, but 
is lighter than water, and its odour is stronger and more aromatic. 
The sulphate is soluble in ether and uncrystallihable. A solution of 
bleaching powder lirst colours it violet and tlien brown. The con- 
version of methylaniline into toluidine is referred to on page 52. 

Methylaniline-nitrosamine, rflH5.N(CIl,) (NO), .scj)arates as a 
yellow oil on treating a cold solution of methylaniline hydrochloride 
with sodium nitrite, while any aniline and dimclhylanilinc arc con- 
verted into soluble products. If the nitrosamine be extracted l)y ether, 
and treated witli tin and hydrochloric acid, it is reduced to methyl- 
aniline, which may thus be obtained in a pure state. The nitro 
samine is destitute of basic properties. It has an aromatic odour, 
and may be distilled in a current of steam, but not alone. When 
methylaniline-nitrosamine is warmed with phenol and sulphuric acid, 
the mixture diluted with water and saturated with alkali hydroxide, it 
yields the intense green-blue colouration produced by all nitrosamines 
(laebermaiiiUs reaction). Wlien heated with alcoholic hydrochloric 
acid it undergoes molecular transformation into paranitroso-rndhyl- 
aniline, CJ14(N’0).N1I(C'H3), asubstance ciystallising in gre en-plates 
or steel-blue prisms, and otherwise resembling paranitroso-dimethyl- 
anilinc (page 90). 

Dimethyl-aniline. C ally's 

This important base is obtained by tlie action of excess of methyl 
iodide on aniline. On the large scale, methyl iodide was formerly 
emjdoyed, but was afterward replaced by the nitrate, and this again 
(o\\ing to its explosive properties) was superseded by the very volatile 
methyl chloride. The product obtained in this way contained about 
5% of .monomethyl-aniline, but no other admi.xtures. Dimethyl- 
aniline is now always manufactured by lieating together a mixture of 
aniline hydrochloride, aniline, and methyl alcohol.^ The methyl 
alcohol employed must be quite free from ethyl alcohol and acetone, the 
latter of which not only reduces the yield, but gives a product unsuitable 
• 

' The aniline must be free from toluidine and imimritios insoluble in hydrochloric acid; 
and the akohol employed mu^t be quite Inc Iroiu ethyl alcohol and acetone, the 

latter of which not only reduces the yield, but K‘vii, a pitKiuot unsuitable lor the tuepara- 
tiou cither ol methyl-vvotet or maUchitc Rieen, owirni to the iormation oi a habc o\ the lor- 
mutaCHifCtH* parts oi amhne are uiied. ol which iS ard saturated with 

hydrochloric acid and 15 parts ol methyl alcolnA 'I'he excess ol methyl alcohol, and 
comparatively small quantity of hydnx:hlonc acid, tend to produce a purer oil With 
more hydrochloric acia, the reaction takes place at a lower temiJerature, but there is a dan- 
ger of forming toluidine. The mixture is heated at first to a temperature of 370“, at a 
pressure not exceeding a? atmospheres When the reaction is comolele, in al>out t s, hours, 
the pressure decreases without the temperature being reduced (Schoop, Chem. Zett , 1887, 
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for the preparation either of Methyl-violet or Malachitegreen, owing 
to the formation of a base of the formula: CIl2(CaH^.N(CH3)2)2- 

Dimcthylaniline is a colourless oily liquid, solidifying at 0.5° and 
boiling at 192° It has a sharp basic odour, and forms uncrystallisable 
salts. It unites with methyl iodide, with energy at the ordinary tem- 
perature, to form the iodide of trimethyl-phenylammonium, which 
breaks up again into its constituents on distillation, but by reaction 
with argentic oxide yields trimethyl-phenylammonium hydroxide, 
McaPhN.OH, a crystalline, very deliquescent, corrosive, and very 
bitter base. 

With bleaching-powder solution, dimcthylaniline merely gives a pale 
yellow colouration, a reaction by which any contamination by aniline 
or mono-methylaniline can be detected, as these bases give a violet 
colour with the same reagent (page 57). Mild oxidising agents, such 
as chloranile, carbon o.xychloride, and cupric chloride, convert the 
methylaniline into Methyl-violet (W)l. 5). With acid chlorides 
and aldehydes, it yields complex compounds. l'hus^\Vith bcnzal- 
dehyde it gives tetra-methyl-paradiamino-triphenylmethane, and 
the corresponding hydroxide or carbinol, (\Il5.(N(CH3)2]2.0H, 
obtained from tiiis by oxidation, is the base of Malachite or Benz- 
aldehyde (Ireen (Vol. 5). By reaction with di;izobenzcnc chlor- 
ide, dimcthylaniline is converted^ into dimcthyl-amino-azobenzene, 
Coll5.N2.CflH4.N(CIl3)2, or Butter Yellow; while with diazobenzene- 
sulphonic acid it yields llelianthin or Methyl-orange (Vol. 4). 

Paranitroso-dimethylaniline, CJI,(NO).N(Cn3)2, is produced 
by the action of nitrite of sodium or nitrite of amyl on dimethylaniline.* 
It is manufactured on a large scale for Uie production of Methyl- 
ene blue, Indophenol, and Toluylene-red (Vol. 5). It crystallises 
in large green plates or tables, soluble in ether. By oxidation 
with potassium permanganate or ferricyanide, it is converted into 
/»-nitro-dimethylaniline, C„ll4(N02).N(CH.,).„ which forms long, 
sulphur-yellow needles, melting at 102-163'^. When boiled with 
alkali hydroxide, nitroso-dimelhylaniline is conapletely split up into 
dimethyramine. II,N(CH3)2 (which may, by this reaction, readily be 
obtained pure), and nitrosophenol or quinonoxime, CgIl4 0(N0H) 
(Vol. 5). 

* Ten parts of iiinieth\l aniline are dissolved in 50 of «:trong hydrochloric acid and 200 of 
water, and to the cold solution is gradually added a solution of 5 7 parts of sodium mtrite 
m 200 of water, when tJie hvdrochlondo of the nitroso-compound is obtained as a substhnee 
crystallising in yellow needles, from which the free base is obtained by treatment with 
topassium carbonate and solution 111 ether. 0 0 , 



SUBSTITUTED OR ALKYL.\TED ANILINES. gi 

Commercial dimethylaniline usually contains more or less aniline 
and methylaniline. By the entrance of methyl into the benzene- 
nucleus, more or less dimcthyl-toluidine, C„1I,(CII3).N(CH3)2, and 
higher homologues are usually present in addition. Hence the di- 
methylaniline of commerce usually boils between 198° and 205°. 
The smaller the range in the b. p. the better the sample. 

O. de Coninck (Comptcs Rend., 1900, 13 1, 945-946) gives a sum- 
mary of the reactions of substituted anilines. 

The following reactions are given by alcoholic solutions of the bases 
with solutions of salts of copper, nickel, and cobalt: 



MethyLimlinc 

Dimethylaniline 

l.thylanilinc 

Dielliylandme 

Dilute copper 
chlonde. 

Bluish op.des- 

t cnce, darkenuiK 
Kradu.dlv In 

tune, slight blu- 
ish white pre- 
cipitate Fleet- 
mu \\ lute tluur- 
j |^t>ccnce 

Bluish opah's- 

cenee in lure, 
sliphl y.in n pre- 
cipitate. 

Bluish on.des- 

«iue, bluisli- 

white fluorc-s- 

eiue, In time, 
slight gieen pic- 
cipil.ite 

Blu 1 s h white 
ojia 1 e s 1 e n e e 
tla 11 slight 
green precipi- 
tate 

Concentrated 
cooper chlo- 
nde 

Turbidity, then 
enibh r>re( u>- 
itate Bluish- 

white rtuores- 
ence tliadual 

change through 
yrey, violet- 

urey, d.irk vio- 
let to (after 12 
da\s) carmine 

Bright gre< n j»re- 
eipitati- l he 

h'luul gradually 
becomes turbid 

•f 

Abund.mt green- 
ish w lute i»re- 
cipitate 

Aliundant grcea 
l>ri cipitate. 

Dilute copper 
bulphale 

No ojialescence 
or fluoresi cnee 
Bluish-w h 1 1 e 
jireeipitate 

Thir k. lloLcuh nt , 
bluish w' h I t e 
precipitate 

Ahundant bhnsh- 
white pre( ipi- 
tale, floctulent 

Bluish opalcs- 
lenie. 'I hen 

slight blue pre- 
cipitate 

Concentrated 
copper sul- 
phate. 

Immediate Rrcen 
colouration 

Then abundant 
] Rreen precipi- 
i tate 

Immedi.ite lue 
cipitate abun- 
dant , bright 
blue 

Immediate green- 
ish while preci- 
pitate Liqual 

'-hiwly turns 

greenish- y« Ilow' 

Bright blue yire- 
cipitate fairly 
abundant 

Dilute copper 
acetate. 

Colouration rose, 
dark rose, a'U- 
1 ber, dark brown 
[ Then dark 
brown precipi- 
tate 

Bluish tint turn- 
ing to hl.ic 

Brown coloura- 
tion after a time 

Bluish ojiales 
^ enee. Then 

slight bluish 
yirccipitate 

Conccntr.'^ted 
copper acetate 

Immediate cm- 
crald-Rreerr col- 
ouration, rapid- 
i ly darkening to 

1 bkack Then 

1 slight black pre- 
cipitate. , 

Turbidity 'I h< n 
green preciia- 
tate, which dis 
solves in strong 
alcohol to a 
bnght blue liq- 
uid, becoming 

1 bright gr**en , 

afterward dark 
green 

Emerald -g r 0 e n 
colou ration 
Then bright 

green prccijii- 
tato. soluble in 
strong alcohol 
The srdution af- 
ter 4 hrs. turns ' 
dark green , and 
deposits t h e 
same precipi- 
tate 

Turbidity. After 
ward slight 

green * jirecipi- 
tate. 
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Methylanihne , Dimethylaniline ' Ethylaniline | Diethylanihne 


Dilute cobalt , No colouration, 
chloride. In time prccipi- , 

I Uite of cobalt | 
hydroxide. 


Concentrated 
cobalt chlo- 
ride. 


Dilute nickel 
chloride 


Concentrated 
nickel chloride 


‘ V lo let carmine , 
j colouration. Af- 
ter hrs , tiir- | 
bidity and deep | 
cTiing of the i 
lint I 


Griulual turbid , 
I It y but no i>re- | 
I < ipitatc even .il 1 
ter a loiiK time 

After 6 hrs ex- 
tremely sll(4ht j 
i Rreen piccii)i- | 
late AfUtward' 
colour chaiiftes \ 
to dirty Rn-Mi. 
then to \tr\ 
daik brown 



The presence of aniline and methyl-aniline is indicated l>y the rise 
of temperature produced on treating 5 c.c. of the dry oil with an equal 
measure of acetic anhydride. This is stated to be 0.815° for each unit 
per cent, of methylamine present. For small percentages this appears 
to be fairly correct, but with a product actually containing 30%, an 
excess of over is said to be iiulicateil. A serious objection to tlie 
method is that it wholly fails in presence of aniline. But the presence 
of imilinc can be recognized by mixing a few drops of the oil with a 
few drops of ether, and adding 1 drop of cone, suljduiric acid, when, 
if aniline be prc.scnt, its sulphate will separate as a white precipitate. 

A more plausible method is that of Nulting and Boasson {Ber., 10, 
705), based on the dilTcrent behaviour of the bases with nitrous acid,' 
but tlic results yielded in practice have been found unreliable by 
Reverdin and dc la ITarpe. These chemists recommend {Chevi. Zcit.y 
1889, 13, 387, 407) for the estimation of the aniline and methyl-aniline 

J When aniline hydrochloride is treated in cold solution with sodium nitrite, it yields 
dmzobcnzcne chloride, while dinuMliylaniline is converted into the h>drochl(mdc of its 
nitroso-(|erivative. Both these substances arc freely solhble m water, while methyl- 
anilino is converted by the same treatment into the non-basic methylaniline-nitros- 
amine, which can be extracted by a^tating the liquid with ether. If this reaction occurred 
in its ^miihcity, the monomcthyl-aiuline could be estimated from the weight of the nitros- 
nmine left on evaporating the ethereal solution. But when this is distilled in a current of 
steam, in which the nitrosamine is volatile, a considerable* quantity of nitrnphenyl-methyl- 
nitrosamine. C,.H 4 (NOj) N(NO)(CHi), remains as a residue. This substance is clearly 
produced by the oxidation of the nitrosamine, and direct experiment shows that pure 
methyl-aniline, on treatment with excess of nitrous acid, is converted into it, to the exclu- 
sion of the simple nitrosamine As the molecular weights of the tw’O bodies are materially 
different (t 8 i m i 61 , the indefinite character of the reaction prevents the accurate estimation 
of the methylamine (Reverdin and dc la Harpe, Chem. ZtU., 1889, X3, 387. 407). 
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conjointly, acetylisation of the bases, and estimation of the excess of 
acetic anhydride by titration with alkali; and for the estimation of the 
aniline, diazotising and treating the product with beta-naphthol 
disulphonic acid. 

Methylaniline and dimethylanilinc may be distinguished in mix- 
tures with Recognition of- in the presence each other according to 
H. Emde {Arch. Ph arm., 1909, 247, 77-79). 

The platinum salts can be used to distinguish between methylaniline 
and dimethylanilinc in the presence of eacli other. Methylaniline 
platinic chloride, (BHCL)TtCI><, forms short orange-coloured 
crystals, which decompose at 199° and can be cr)tallised from hot 
water containing hydrocldoric acid. Dimethylanilinc platinic chloride, 
(BHCL).^rtCL^, is produced by dissolving the base in strong hydro- 
chloric acid and adding the solution to 10% platinum chloride solution. 
The orange-yellow precipitate is fdtered off in the cold and recrystal- 
lised from alcohol containing hydrogen chloride. It tlu'ii forms 
orange-red needles, decomposing at 173®. If a mixture of the 
bases is suspected, a small [mrtion dissolved in acid is added to a 
platinum chloride solution, and the platinum double salts separated 
by crystallising from alcohol. If methylaniline only is to be 
looked for, the mixture can be cr}'stalliscd from water. The 
presence of 5% of methylaniline in dimethylanilinc can be recog- 
nized in this way. * 

At ordinary' temperatures acetic anhydride has no action on di- 
mediylanilinc, but on prolonged heating telramethyhdiamino jdienyl- 
methane is formed in considerable quantity, if the reagent be in 
excess. ^Icthylaniline is converted into metliyl-acctanilide, C„II;,.N- 
(Cn3)(C2H30), and aniline in tlie cold yields acetanilide, 
NHC2H3O, but on heating more or less diacctanilidc, Call5.N(C2H30)2, 
is produced. To avoid the formation of these secondary products 
the following metliod of working is recommended: From i to 2 grm. 
w^eight of the sample is mixed as rapidly as possible with an accurately 
known quantity (about twice its weight) of acetic anhydride, in a 
small flask fitted with a* reflux condenser. After standing for half an 
hour at the ordinary temperature, 50 c.c. of water should be added, 
and the flask heated on die water-bath for 50 minutes to effect the 
conversion of the excess of acetic anhydride into acetic acid. The 
liquid is then cooled, diluted to a known volume, and an aliquod part 
titrated with standard caustic alkali, using phcnolphthalein as an 
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indicator.^ By this means the excess of acetic anhydride, is 

ascertained, and the difference between the amount so found and that 
employed is the weight which has reacted with the aniline and 7 nethyi- 
aniline contained in the sample. 5 1 parts of acetic anhydride consumed 
in the reaction correspond to 107 of base in terms of jnctliyl-aniline^ 
and the percentage of base thus found (a) is calculated and recorded. 

The aniline itself is determined as follows: From 7 to 8 grm. of 
the sample in dissolved is hydrochloric acid (28 to 30 c.c.), and diluted 
with water to 100 c.c. 10 c c. of this solution is further diluted with 
water and cooled by ice. The solution is then diazotised by adding 
a solution of sodium nitrite in (piantity sufficient to react with the 
whole of the .sample if it consisted of aniline solely. A solution of the 
sodium salt of /V-naphthol-disulphonic acid known as“R Salt’’ (Vol. 5), 
is meanwhile prepared of a strength approximately corre.sponding 
to 10 grm. of naphthol per litre, and its precipitating power is 
calculated from its known strength, or exactly ascertained by experi- 
ment with pure aniline. 

A measured f|uantity of^ this solution is then treated .’vith excess of 
sodium carbonate, and to it the ice-cold solution of the diazotised 
sample is slowly added. ( ommon salt is then added till a precipitate 
ceases to form, when the li(|uid is filtered, and portions of the filtrate 
are tested with R salt and the diazo-solution respectively, to ascertain 
which of the.se two is present in excess. Another experiment is then made 
with suitably varied volumes, until after a few trials exact precipitation 
of the colouring matter is attained without sensible excess of cither the 
naphthol or diazo-solution. The reactions which occur arc as follows: 

C\H5.NIl2,lK'l f lIN02=C«H5N:N.n f 211,0; and r„H,.N,.Cl + 
Cu,n.^(OII)(S03Na)2-HaTCyi,.N2.Ci„H,(OII)(S03Xa)V 
From these formula*, and the volumes of the 2 solutions required 
for exact reaction, the weight of aniline present can be calculated. 

I grm. of R salt will react with 0.2672 grm. of aniline. The percentage 
of aniline thus found (b) is multiplied by 1.15 (= ^3'), which gives its 
equivalent in methyl-aniline, and this (c) subtracted from the sum of 
aniline and methyl-aniline in terms of methyl-aniline found by the 
acetylisation process (a) gives the percentage of real methyl-aniline (d) 
present. The dimethyl-aniline is estimated Joy difference. 

1.^ CVum . 1889, a, 142) modifies this process by eniploviriR the acetic 

dissolvea in 10 times its volume of dimcthylanihne 10 c c of this solution is 
sample After standing for i hour in a corked flask, water is added, 
and the liquid (boiled for some time and) titrated with sUndard barium hydroxide in the 
presence of phenolphthalein 
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In the case of a sample of known composition, Reverdin and dc la 
Harpe obtained the following satisfacton' results by Uie foregoing 
process: 



Present. 

Found. 

Aniline, 

10 \ 2 [^ 

10 30< 

Methylaniline, 

10 07 

11.16 

Dimethylaniline (by difference). 

78.61 

7 ^ 54 


100.00 

100 00 


The presence of methylaniline is more objectionable in dimelhylaniline 
intended for the manufacture of green than in that to be used for violet. 
Schoop {Chem. Zrit.y 1887, ii, 254) states that the proportion seldom 
exceeds 2'’,', and that the best qualities of dimethylaniline are nearly 
or quite free from it. When present, monomethylaniline can be 
removed by shaking the oil with a small (juantity of dilute sulphuric 
acid, or by boiling with acetic acid for 2 hours. 

Diethylaniline. ('^H^ N(rjl5)2. 

This base^is best prepared by heating i molecule of aniline hydro- 
bromide with 10% in excess of one molecule of ethyl alcohol to 145'’ 
for 8 or 10 hours. Nearly the theoretical yield is obtained. The ba.se 
boils at 214 5°. Diethyl-^>-toluidinc and diediyl />-toluidine may be 
obtained by exactly .similar means. 

Diphenylamine. PhenylaniUn«. C^lIg.NU.C^IIf,. 

This base is obtained by heating aniline with the hydrochloride or 
other salt of aniline. 6 parts of aniline and 7 of aniline hydrochloride 
are heated to 250° under a pressure of 4 or 5 atmospheres for 24 hours. 
The ammonia formed is allowed to escape at inters^als to prevent 
reconversion of the diphenylamine into aniline. The product is 
treated with warm hydrochloric acid and a large quantity of water, 
which dissolves any unchanged aniline hytlrochloride, and decomposes 
the hydrochloride of diphenylamine, which latter ba.se separates out 
and is purified by distillation. Diphenylamine crystalli.ses in small 
white plates, having an agreeable llowery' odour and burning ta.stc. 
It melts at 54° and boils at 302° (Gracbe). It is almost in.solublc in 
water, but readily in alcohol, ether, benzene, and aniline. Diphenyl- 
amine has very feeble basic properties. The hydrochloride is a white 
crystalline powder, which turns blue in the air, and is decomposed 
by water. The most characteristic test of diphenylamine is the deep 
blue colour produced by adding a trace of nitric acid to its solution in 
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strong sulphuric acid. The reaction, which is vcjy delicate, is employed 
as a test for nitric acid. 

Diphenylaminc; Reaction of with nitric acid. 

The deep colouration produced by the action of nitric acid on 
diphenylaminc sulphate, which has been looked upon as a character- 
istic reaction for nitric acid, is also, according to I. Bay {Comptes Rend., 
1905, 140, 796-707), ol)served with other oxidising agents, and also 
by long exposure to the atmosphere. It is pointed out that, in 
general, all aromatic amines give rise to more or less highly coloured 
oxidation products. 

Commercial diphenylaminc should be pale yellow, melt not much 
below 5 be free from unpleasant odour and oily matters, and give 
no violet colouration with bleaching powder. It is used for making 
I)i[)henylamine Blue, Aurantia, and ( )rangc IV. 

Diphenylaminc in jdcoholic solution reacts with bromine to form 
tetrahromodii)hcnylamine (W. Dreger, Z. ges Schicss- und Spreng- 
slojjn.f igog, 4, 123) (('.(lIJjNlISBr— (('„H,,Br2)2NH4HBr. Tliis 
bromo-derivative is insoluble in water, sparingly soluhl(i in alcohol, 
readily soluble in benzene, xylene, chloroform, and ethylacctate, 
esjK'cially on w'arming; it melts at 102°, and ciystallises in reddish 
needles having a silky lustre. For the determination of diphenyl- 
amine in the commercial product, the sample is dissolved in alcohol 
or, if already in ethereal solution, the ether maybe driven off by adding 
alcohol and w'arming. Excess of bromine is then added, drop by 
drop, with constant stirring. The solution is tlien mixed witli twice 
its volume of water and the whole boiled until the alcohol and excess 
of bromine are driven olT and the bulk is reduced to one-half, constant 
stirring is needful. The precipitate of tetrabromdiphenylaminc is 
transferred to a funnel, or Gooch crucible, connected to a water pump, 
and wasl\ed wdth warm water to remove the last traces of alcohol and 
bromine, and lastly dried at 98-100'' until of constant weight. 
Smaller quantities may be estimated by evaporating to dryness in a 
previously weigherl glass vessel. If it be desired to estimate the 
diphenylaminc contained in gelatinised nitro-cotton, the nitro-com- 
pound is gradually decomposed by means of soda lye in a capacious 
flask. 'Fhe flask is closed by a doubly perforated stopper fitted with 
a stoppered funnel, and a bent tube attached to a condenser, which 
communicates w itli a suitable receiver. The free diphenylaminc and 
any camphor that may be present are carried into the receiver wEich 
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contains ether. The distillate is well shaken with common salt, the 
ether completely dissolves the diphenylamine and any camphor, and 
the estimation is then completed as before indicated. — J. \V. G. 

MetJiyl-diphenylamine, CeHjj.N(CH3)Con5, boils at 282*^, and gives 
various colour-reactions with oxidising agents. In <liliito suljdiuric 
acid it dissolves to form a liquid of the colour of solution of potassium 
permanganate. 

Warm nitric acid converts diphenylamine and its methyl-derivative 
into CrtH2(N02).rNn.CQli2(N02)3, hcxanitro-diphenylamine, die 
ammonium salt of which constitutes the colouring matter known as 
Auranlia (Vol. 5). 

p-Amino-diphenylamine results from the reduction of phenyl-amino- 
azobenzene, nitro-phenylamine, or Tropaeolin GO (Vol. 5). 

Triphenylamine. Diphenylaniline. (Con3)3N. 

This substance is formed by the action of brombenzene on dipotas- 
sium aniline. It is a neutral substance, melting at 127°, and crystal- 
lising from ether in monoclinic pyramids. It forms no isonitrile, 
picrate, nor acetyl-compound, but yields iodide of triphenyl-methyl- 
ammonium (fh treatment with methyl iodide. Its solution in glacial 
acetic acid is coloured green on adding a little nitric acid, but with 
sulphuric acid it gives a violet colouration changing to blue. 

Aminophpnols. 

By the reduction of the nitrophenols, corresponding amino-com- 
pounds are obtained. These substances may also be prepared by 
heating either of the 3 isomeric amino-hydroxybenzoic acids, C0H3- 
(NH2)0II.C00H, with barium hydroxide. 

In the aminophenols the add character of the phenols is neutralised 
by the presence of the amino-groups, so that they only yield salts with 
acids; but as phenols they arc still capable of yielding alkyl-derivatives 
(e. g.y anisidinc), while the hydrogen of their amino-groups may be 
replaced for acetyl, etc., as in phenacetin. 

The aminophenols form colourless crystalline scales or plates, which 
are very readily oxidi^ble on exposure to air, with blackening and 
formation of resinous products, especially if impure. On the other 
hand, their hydrochlorides are relatively stable, and often capable of 
sublimation. The solution of p-minophenol hydrochloride is coloured 
first violet and then green by solution of bleaching powder, quinone 
Vol. VI.— 7 
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chlorimine, CjH^OCNCl), being formed; while with chromic acid 
mixture, and other oxidising agents, it yields quinone, CgH^Oj. Treat- 
ment with hydrogen sulphide and ferric chloride converts it into com- 
pounds of the mcthylaic-blue group (Vol. 5). 

The formyl- and acetyl-derivatives of the aminophcnols are con- 
verted with great facility into anhydro- bases. Thus cthcnyl-amino- 
phcnol, a basic lK|uid boiling at 200 to 201^^, is obtained by boiling 
ortho-aminophenol with acetic anhydride. 

N 

C,II,(01[).NHCJI/J = (yi / "':C.CHj+H,0. 

(/ 

When this substance is heated with dilute acids, tJie reverse action 
occurs, acetyl-o-aminophenol being formed. 

The methyl esters of the aminophenols (anisidinesor amino-anisols), 
and the correspondijig ethyl esters (phenethidins or aminophenatols), 
are bases resembling aniline, and are employed for producing certain 
azo-dyes (c. g., Anisol Red, Thenatol Red; Vol. 5). The acetyl- 
derivatives of these esters arc used in medicine under the names of 
metacctin and phcna(ctin (see below), the latter being widely used. 

The following table shows the characters of the isomeric amino- 
phenols and their derivatives- 
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Aminophrnol (pa«p 97) .... 

wHnH. 

1 “ 

170 

1 0 

1 s>ub- 
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184 

j ° 

Acetyl-ilcrivative , . 

201 

i 

1 
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Methyl eslrr (aniMciitu-) 

NIh 

1 

aa.s 

351 

56 

346 

Ethyl-ostiT (phcncthulme) 

'^*“*1 Nil: 

1 

7 a<) 

iSo- 205 
(at 100 
inm ) 


353 

Methacetm (page 104) 

NtKCOCHj) 

1 »4 , 

1 ! 

ao4 

- • 


1 

Phenacctin (iNige 99) 

P Ti f OtC’th) 

\NH(CC)CHj) 

70 

1 


97 1 

1 135 


Aminophenacetin. PhenocoU 

C* IT f O(CtH 0 I 

1 

1 i; 1 'i ' 
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Phenacetins. Acet-phenetidines. 

/occyu 

« MNII(CO.CH-,) 

The substances of this formula liavc aaiuired value as antipyretics 
and analgesics. 

The phcnacetins arc prepared by eUiylating the corresponding mono- 
nitrophenols, thus obtaining the isomers of the formula ColI^CNOj).- 
OC2H5. On treatment with zinc or iron and hydrochloric acid, these 
are reduced to the corresponding phenethidines, OC^lIr,, 

which are purified and acetyliscd by heating with glatial acetic acid 
for some hours, the products being recrystalli.sed from water. 

Of the 3 isomeric phcnacetins, the ;;/-compound is unimportant. 
It forms tasteless and odourless scales, melting at 96°. 

Para-acctphaietidin is the official variety in the German, British^ 
and United States PJtarmacopadas. It forms w’hite, odourless, tasteless, 
glistening scaly cry'stals. It requires 1400 parts of cold, or 70 jiarts of 
boiling, water for solution, and is soluble to a notable e.\tcnt in chlo- 
roform. Its Solution in 16 parts of alcohol is precipitated by the 
smallest addition of water. The ciy'stals melt at 135°. 

OrtJio-acetphenetidin forms brilliant white, very light spangles, 
without taste or odour, and melting at 70"^. It is very slightly soluble 
in cold, but more readily in hot, water, separating again on cooling. 
It dissolves in about 3 parts of rectified spirit, and abundantly in 
chloroform. 


Besides the differences in their m. p. and solubilities, p- and 
e-phenacetin are distinguished by their behaviour when boiled for 
several hours with dilute sulphuric acid (sp. gr. 1.26). When thus 
treated, the para-compound yields acetic acid and sparingly soluble 
sulphate of phenetidin. Orthophenacetin, on the other hand, is 
not decomposed by the same treatment, requiring the action of acid 
^-575 sp. gr. for 2 hours at 90° to effect its hydrolysis. ^ If in cither 
case the acid liquid be diazotised, and then treated with an ammoniacal 
solution of naphthol-disul phonic acid, a fine red-yellow colour will be 
obtained if ^-phenacetin w'as employed, while with the (^-compound 
a cherry-red colouration is produced. In either case the colouring 
matter may be precipitate^ by brine. 


^ S. Luttke detects o-phenacetin by boiling 15 grm. of the sample with 75 grm. of dilute 
hydrochloric acid, when o-phenetidin hydrochloride is formed, from which the free ba^ 
^ay be separated by sodium hydroxide, and its b p (given by Luttke as a 4 3 S‘') 
detennirfed. The hydrochloride gives a blood-red colouration with ferric cblonde. 
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This formation of an azo-colouring matter may be employed to 
detect the phenacetins in urine and other organic liciuids. The urine 
is evaporated to dryness, and the residue treated with hot alcohol. 
I'he solution is filtereil, evaporated, and the residue boiled for 2 
hours with dilute sulphuric acid (sp. gr. 1.26) under a reflux condenser. 
The resultant solution is cooled to 5 or 6®, treated with a 1% solution 
of sodium nitrite for 5 minutes, and then poured into a solution of 
naphthol-disulphonic aciti in excess of ammonia, taking care that the 
mixture renjains alkaline. If either modification of phenacetin be 
present in the urine a characteristic colouration will be produced, from 
the intensity of which the amount of phenacetin may be estimated. 

For medicinal use, phenacetin U said to present considerable 
advantages over aiUipyrine, and especially over antifebrin (acetanilide), 
for while the latter body is decomposed in the system with formation of 
aniline, which has marked toxic properties, phenacetin yields phene- 
liclin, and amidophenol, C'oH^(OH).NIl2, which 

are said to be harmless. Paraphenacetin, in doses ranging from 
8 to 20 grains for adults, and from 2 to 3 grains for children, is said to 
be a valuable antipyretic and anti-neuralgic, without producing nausea, 
vomiting, cyanosis, or clisagrcc‘al)le after-effects. Being nearly 
insoluble, it is best given in the form of powders. The dose of c?-phe- 
nacetin required to produce die same effect is larger fl\an that of the 
/^-compound. • 

According to Reuter (Pharm. Zcit.y 1891,) phenacetin is liable to 
contain unconverted p-phaiciidin^ which appears to be poisonous 
in very small doses, if taken for some lime, producing nephritis and 
albuminuria. I'o detect the impurity, Reuter melts 2.5 grm. of chloral 
hydrate at 100°, and adds 0.5 grm. of the sample. On agitation the 
phenacetin dissolves, and, if pure, tlie solution will remain colourless 
when heated on the water-batli for 5 minutes, though after longer 
heating it will assume a rose tint. In presence of para-phenetidin, 
an intense colouration, ranging from red-violet to blue-violet, is pro- 
duced in 2 or 3 minutes at most. 

S. Luttke detects diamino phenols or diaminpphenatols in phenacetin 
by grinding o 5 grm. of bleaching powder to a fine paste with hydro- 
chloric acid, and adding about 0.03 of the sample, when a red colour 
will be produced. 

G. M. Beringer {Amer. Pharm. AjiOf., 1903; Chem. and Druggisty 
1903, 63, 377) suggests the following test, o.i grm. of the phenacetin 
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is boiled with 3 c.c. of a 50^7 solution of sodium hydroxide for i 
minute, then cooled and shaken with 5 c.c. of sodium hypochlorite 
solution. If the sample be pure, a clear yellow liquid is obtaineii, luit 
if acetanilide be present, a purple-red or brownisli-red turbidity or 
precipitate is produced. 

The lower price of acetanilide, and its close phy.sical resemldance 
to phenacetin, have sug^^ested the possibility of the partial or complete 
substitution of the former body for the latter, and a flagrant instance 
of such a practice is actually on record {Pharm. Jour., 21, 377). 
The presence of 5% of acetanilide lowers tlie m. p. of the sample 
to 127-128°. 

H. Schwartz {Pharm. Journ., [iii], 18, T085) recommends that i grm. 
of the suspected sample shouhl he heated with 2 c.c. of sodium 
hydroxide solution, a fragment of chloral hydrate or a few drops of 
chloroform added, and the mixture again gently heated. With phe- 
nacetin the odour is aromatic and not disagreeable, but in presence of 
acetanilide, Wic penetrating and repulsive smell of phenyl-carbaminc, 
CgHp^.NC, is produced. On boiling the sample with sodium hydroxide 
solution, oily drops of aniline separate if acetanilide be present in 
con.siderable quantity. If the cooled li(|uid, together with the separated 
globules, be shaken with ether, and the ether separated and evaporated, 
the residue when di.ssolved in water iftid treated with a drop of carbolic 
acid, and a clear solution of bleaching powder added, gives a blue-green 
colouration changed to onion-red by hydrochloric acid, and restored 
by ammonia. (See aKo J.Soc. Chan. Ind., 1888, 7, 772). 

The following tests for distinguishing acetanide from phenacetin 
have been suggested by K. Barral {J. Pharm. Chim., 1Q04, 19, 237). 

Phosphomolybdic acid reagent gives a bright yellow precipitate 
in an aqueous solution of acetanilide which is soluble on heating. 
Phenacetin gives a similar precipitate which is insoluble on heating. 

Mandelin’s reagent (i grm. of ammonium validate in 200 grm. of 
sulphuric acid) gives a red colour, changing rapidly to greenish-brown 
with acetanilide. With phenacetin the colour is olive-green while 
cold and reddish-browm after being w^armed. 

Barral has also suggested the following additional colour tests for 
phenacetin. Sodium persulphate produces a yellow colour when 
warmed with phenacetin, when boiled for some time the colour becomes 
orange. 

Bron^^e wa^r v^en heated in contact with a few crystals of phe- 
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nacetin, colours the latter rose, the liquid becomes orange-yellow, and 
a brown precipitate is gradually formed on cooling. 

Million’s reagent when heated in contact with phenacetin turns 
yellow and then to a red; nitrous fumes are finally formed. 

For the detection of acetanilide in phenacetin, M. J. Schrdder recom- 
mends that 0.5 grm. of the sample should be boiled with 8 c.c. of water, 
and the liijuid filtered when cold from the recrystallised phenacetin. 
The filtrate is boiled with a little potassium nitrite and dilute nitric 
acid, a solution of mercurous nitrate containing a little nitrous acid 
ailded, and the whole again boiled. A red colour will be obtained if 
the proportion of acetanilide in the sample exceeds 2' ^ . 

TAELE OF TFS'FS FOR .U.’FTAXI LI DF AND I’lILNACKTIX. 


AccUinilulc Phfnacclin 


M p I I a" ns° 


UoiU ... a>>s^ « 


Solubilities at 25“ '25 pts iikuhol li pts alcohcil 

I o 4 |>ts boiluu; aUohol. a pts hoiliny alcohol 

I I pts chloroform ' 025 pts water 

1 179 pis water ' 70 pis boiling water 

I i.S pts boiling water , (M pts ether 

I Solution cone II ^(>4 with- 20 pts chloroform 
j out change of colour Solution cone lljSOi with- 

^ out 1 hange of colour 


Phenol and bleaching vuiwdcr Ilehave*. like amluie No reaction 

solution (See page 57 ) 


Iso-nitnlc test with alkali liy- Odour of nitrile at once Odour of iso nitrile only on 
droxide and chlorolorni , > standing a few minutes 

(See page st> ) I 


Uoiling with u strong sola ' Oily drops (aniline separates) No separation 
tion of sodium hydroxide 


Addition of sodium nitrile 1 Reil colour No colour 

and dilute mine acid boiled i 


Then mercurous nitrate added : Bright yellow ppt soluble , Bright yellow ppt. insoluble 
and boiled ■ on heating on heating 


Phosphomolybdic acid toj 
aqueous solution | 


Mandelin's reagent in aque- , Red colour changing rapidly Dlive-green colour while cold 
ous solution to greenish-brown and reddish brown after be- 

• mg w.irmed 


If I grm. of a mixture of equal parts of phenacetin with acetanilide 
be shaken with 200 c.c. of water, the whole oi the acetanilide goes into 
solution together with 0.T30 grm. of phenacetin, W'hile the remainder 
of the phenacetin remains insoluble. If this be separated, its weight, 
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when corrected by an addition of 0.130, will represent the phenacetin 
present in i grm. of tlie sample {Phann. Jour., [Ill], 21, 377). 

Phenacetin is distinguished from exalgin and anhjehrin by U)iling 
o.i grm. for a minute with i c.c. of hydrochloric acid, adding 10 c.c. of 
water, fdtering, and adding to the filtrate 3 drops of a solution of 
chromic acid, when a ruby-red colour will l)e gradually developed. 
(See 2 *h arm. Jour., [Ill], 21, 978.) Strong sulphuric acid should dis- 
solve phenacetin without becoming coloured, while a saturated solu- 
tion, if free from phenol and acetanilide, will not become turbid on 
adding bromine-water. 

No reliable method has been so far singly known for the estima- 
tion of acetanilide and phenacetin in complex mixtures. The 
following method of J. L. Turner and C. K. Vanderkleed (Amer. 
Jour, of Pharm,, 1907, 79, p. 52 1), how'cver, is said to give good results. 
It is based on the saponification of acetanilide by an alkali, distillation 
of acetic acid from the resulling acetate by means of a phosphoric acid 
solution, anck titration of the distillate. It is carried out as follows: 
I grm. of acetanilide is .saponified by heating to boiling umler a rcllux 
condenser, for i 1/2 to 2 hours, with 3 grm. of sodium hydroxide, .020 
grm. of alcohol and .010 grm. of water. The solution is transferred 
to an evaporating dish, and the alcohol driven off on the water-bath. 
The residue is transferred to a sepifrator and shaken out once witli 
ether in order to remove the aniline separated from the acetanilide. 
The ethereal solution is shaken out twice with water to remove traces 
of sodium acetate, which is somewhat soluble in ether, and the wash- 
ings added to the orginal aqueous re.sidue. The aqueous solution 
is then transferred to a Husk of i litre capacity, acidified with 0.025 
grm. of 85% phosphoric acid, and the acetic acid completely distilled 
off with steam, tliis being shown when no furtlier reaction is given witli 
litmus. The distillate is then titrated wdth N/i sodium hydroxide, 
with the addition of 0.001 grm. of 1% solution of phcnolphthalcin. 
0.001 grm. of N/i sodium hydroxide = 0.1 3409 grm. of acetanilide. 
Phenacetin, being closely allied to acetanilide, is estimated in exactly 
the same way, i mgrm. of N/ 1 sodium hydroxide being equivalent to 
°-^7779 grm. of phenacetin. The two substances, however, cannot 
be estimated when present in the same preparation. Acetates, nitrates, 
and nitrites interfere with the method. These salts are removed by 
means of chloroform extraction; but when they are present in the 
phosphqric acid^ or ^ the alkali used for saponification, they must 
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first be removed. Chlorides do not interfere, but if carbonate be 
present in the alkali used for saponification, the carbon dioxide formed 
on the addition of phosphoric acid would be distilled over with the 
acetic acid and vitiate the result of the titration; it is therefore advisable 
to heat the acidified solution to boiling under a rctlux condenser before 
distillation, in order to drive off the carbon dioxide. 

Methyl-phenacetin, C,H,(0.CJL).N(CIl3)(C2H30). This sub- 
stance is prepared by treating />-phenacetin in xylene solution with 
sodium, and causing tlie resultant sodium-derivative to react with 
methyl iodule {Pharm. Jour., [Ill], 21, 81). The new product distils 
at about 300° as an oil, which crystallises on standing. It may be 
purified by recrystallisation from alcohol or ether, when it forms colour- 
less crystals, moderately soluble in water, and having marked narcotic 
as well as antipyretic characters. 

Amino-p-phenacetin, C.H^fO.CjHO.NI^CO.CIL.NH^).— The 
hydrochloride of this base is readily soluble in water and alcohol, and 
has been introduced, under the name of phenocollum hydfochloricum'^ 
as an antipyretic and antirheumatic. Prolonged boiling with alkalies 
splits it into /»-phcnethidine and glycocine. 

Para-phenetol carbamine, Dulcin, C0(NH2)NII.CeH40C2H5. 
Colourless crystals, m, p. 173® Sparingly soluble in cold water, 
much more so in hot water, alcohol and ether. This substance is 200 
times as sweet as sugar. 

Formyl-p-phenetidin, CJI,(0.C.H3).NH(C0.H), though hav- 
ing a constitution similar to acet-plienetidin, appears to have no 
antipyretic properties, but has been suggested as an antidote in cases 
of poisoning by strychnine. 

Para-diethoxyelhenyldiphenylamidin, 

C^H^OCoHj. It is a white cry^^talline powder, insoluble in water, 
m. p. 121°. The hydrochloride, m. p. i8c/ is more used as a local 
anesthetic. 

Methacetin is the commercial name of />-acet-anisidine, C^H^- 
(0.CIL3).NH.C3H30. It is, consequently, fhe lower homologue 
of phenacetin. It forms a crystalline powder or small lustrous 
scales or plates, odourless, but of a faintly bitter taste. It melts 
at 127°, and at a higher temperature boils and distils unchanged. 
It dissolves in 526 parts of cold, or 12 of lx)iling, water, and is easily 
soluble in alcohol, acetone, chloroform, and dilute acid and alkaline 
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carbon disulphide, petroleum spirit, and oil of turpentine, but dissolves 
freely, on warming, in glycerin and fixed oils. In its general reactions 
and physiological effects, metacetin closely resembles phenacetin, 
though according to some authorities it has a less powerful, and 
according to others a more powerful, action. Its efficacy in cases 
of neuralgia and rheumatism is said to greatly exceed phenacetin, 
from which it may be distinguished by its physical characters, or by 
heating it with a quantity of water insufficient for its solution. When 
thus treated, methacetiii melts and solidifies again on cooling, whereas 
phenacetin undergoes no apparent change, i c.c. of hydrochloric acid 
dissolves o.i grm. of methacetin ver}’ easily, whereas the same ejuantity 
of phenacetin is mainly undissolved. 

Diaminophenols. C(,Il3(OIl)(NII.)2. 

These substances are weak bases, forming salts w'hich crystallise 
W'ell and give aqueous solutions which turn brown in the air; and are 
coloured an intense violet or dark red by potassium dichromate, ferric 
chloride, oc bleaching powder. 

Triaminophenol. 

This substance is an unstable base resulting, from the complete 
reduction of picric acid^ CJl2(011)(N02)3, in acid solutions. If 
alkaline reducing agents be employed, tlie action does not proceed 
beyond the formation of dinitih-amino-phenol or picramic acid, 
C„H2(0H)(NH2)(N02)2 (see Vol. 5). A dilute solution of triamino- 
phenol is coloured deep blue by ferric chloride. 

Phenylene-diamines. Diaminobenzenes. 


Three modifications of phenylene-iliamine or diaminobenzene, 
CflHJN 112)2? are known, differing from each other in properties 
according to the positions of the amino-groups, thus: 



Ortho lonipc/und 
‘ 1 2 

Mcta-coiniMjund 

I 3 

Para-compound 
! ‘ ^ 

Appearance 

Tablets or idalcs 

Cr>st.illine mass 

Tablets or small jilat* s 

M p . 

* 102-101'^' 


1^0" 

B p 

2<;2^ 


267" 

Characters of hydro 
chlofide. 

Grouns of radiating 
needier, readily 

soluble 

Concentrically ar- 

ranged crystals 

1 Readily srilublo t.ib- 
Icts. very i.parini'ly 
soluble in hydro- 
chloric acid 

Reaction in neutral 
solution with sodi- 
um nitrite. 

/ 

Separation of air.ino- 
azo-phcnylene as a 
colourless oily liquid 

• 

Yellow or brown col- 
ouration, or precipi- 
tate of tnamino-azo- 
benzenc 

No reaction 
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o-Phenylene-diaminc is distinguished from its isomerides by its 
reaction with sodium nitrite, and by the separation of ruby-red needles 
on adding ferric chloride to the solution of its hydrochloride. On 
treating an alcoholic solution of the base with a drop of phenanthra- 
quinone dissolved in glacial acetic acid, and Ijoiling for a short time, a 
bright yellow precipitate of diphenylene-([umoxaline, CjoHjjNj, is 
formed. It consists of small needles which are coloured a deep red 
by strong hydrochloric acid, and its production affords the most 
delicate reaction for ordio-phenvleiiediamine. Its isomerides do not 
give the reaction, but its homologue, (7-toluylencdiamine, behaves 
similarly. 

Mcta-phenylene-diamine may be prepared hy tlie reduction of 
meta-dinitrobenzene (Vol. 5). It often remains in a state of 
superfusion for some time, but is instantly solidified by adding 
a crystal of the solid substance. w-Phenylene-diamine is sparingly 
soluble in water, the solution being alkaline in reaction. It is 
readily .solulile in ether, and may be e.xtracted by this sglvent from 
alkaline aqueous liqiii<ls. It is a di-acid base, the hydroddoridc being 
C^H4(Nll2)2»2H( 'l. The reaction of w-[)henyiene-diamine with sodium 
nitrite is characteristic and extremely delicate. It is due to the forma- 
tion of Bismarck or Thenylene Brown (Vol. 5), and by means of it 
I part per million of nitrous acid can be detected in water. 

w-Phenylenediamine po.sses.ses marked poisonous properties, its 
physiological action resembling tliat of the leucomaines and ptomaines. 
Dubois and Vignon (Compt. Raid., 107, 533) c.xpcrimented on dogs, 
and found that a dose of o.i grm. per kilogrm. of the animal pro- 
duced salivation, vomiting, diarrha'a, abundant excretion of urine at 
intervals, and death by coma in 12 to 15 hours. Besides these severer 
symptoms, all those of intense intluenza were produced, such as 
acute coiy'za and sneezing, coughing, ;ukI extreme depression. 

p-Phenylene-diamine occurs m aniline tailings. It may be 
prepared by the reduction of /'-nitracetanilide. It is but slightly 
soluble in water, but readily in alcohol and <;ther. When heated 
with dilute sulphuric acid and manganese dioxide it yiekls quinone, 
0^11402, which reaction distinguishes it from its isomerides. On 
passing hydrogen sulphide through a solution of the hydrochloride,' and 
then adding ferric chloride, Thionine or Lauth’s Violet is formed 
(Vol. 5). 

Para-phenylene-diamine possesses poisonous properties similar to 
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those of meta-phenylene -diamine, but death occurs more rapidly than 
with the latter base. It also exerts a special action on the eye, which 
is gradually forced out of its orbit by the swelling of tlie conjunctiva or 
intra-orbital cellular tissue; while the lachrymal glands are blackened 
by a deposit of pigment (compare “Toluylene-diamines”)* 
Dimethyl-p-phenylene -diamine, may be 

obtained by the reduction of nitrosodimethyl-aniline or of Helantliin 
(V^ol. 5). A neutral solution of the hydrochloride is coloured 
a beautiful purple by ferric chloride; and on treating it with 
a hydrochloric acid solution of hydrogen sulphide, and then adding 
ferric chloride till the smell of sulphuretted hydrogen has disappeared, 
a fine blue colouration is obtained, due to the formation of Metliylene 
Blue (Vol. 5). This reaction is the most delicate test for 
Toluylene-diamines. Diamiotoluenes. CJL,(Cll3)(NH2)2- 
These bases closely resemble die phenylene-diamincs. The or///o- 
/)ara-moditication (CH ,:NH2:NH2= 1 ^2.4) is obtained by the reduc- 
tion of ordinary dinitrotoluene. It melts at 88°, is used for the pro- 
duction of Toluylene Red and Toluylene Orange. The 1:3:4 {meta- 
para) modification is obtained by nitrating acet-/>-toluide, saponifying, 
and reducing.^ Janovsky {J.Soc. Cliem. Ind.^ 9, 383) gives the 
following table of reactions of neutral or slightly aciil solutions of the 
two isomeric toluylene-diamines: * 


Reagent 

a-Toluylene duimtne 

CHj NHi NU2-1 2 4 

' /? Tuluvlenc-diamine 

; CHj Niii: NHz-i ) 4 

Feme t-hlondc 

1 No change at first, after stand - 
1 ing for .1 long tune an orange 
colouration 

' Wine red colouration 

Potassium chehromatt 

Yellow ish-brown colouration 

Reddish-brown precipitate. 

Potassium ferncyamde 

Olivc-green crystalline plates 

Dark-red colouration 

Bromine water 

Ycllowish-white precipitate 

Brown flocks and magenta-red 

1 solution 

Platinic chlonde 

Yellowish brown colouration 

1 Reddish-lirown precipitate 

Aunc chloride 

Brown precipitate 

• 

j Red solution with blue reflex and 
] metallic mirror in the cold 

Potassium nitntc 

In very dilute solutions a g<ddcn 
brown colouration, in concen- 
trated a brown precipitate 

No colouration, l>ut a salmon- 
coloured precipitate. 

Solution of bleaching 
powder. 

Reddish-brown colouration and 
; then a light brownish-ycUow 

1 precipitate. 

Dark-red colouration, then an 
oUve-green precipitate. 


* This modification appears to be identical with the /)-toluyIene-dianune isolated by HeU 
and Schc^p from amfine failings (Bertcht€,t88t, 12, 723). 
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The foregoing reactions are available, even in presence of other 
substances, for the detection and identification of the toluylenc- 
diamines, which often result from the reduction of azo-dyes. 

I'he toluylene-diamines arc powerful poisons (compare “w-phenyl- 
enediamine,” page 106). ‘ 

Benzidine. Di/i-amino-diphenyl. 

4:1, 4). 

This substance is obtained by the reduction of diparanitro-diphenyl, 
N02.('„H5.(;„H„N02, by nascent hydrogen (tin and hydrochloric 
acid). A readier method of preparation is the following: An alco- 
holic solution of 10 parts of azobenzene, CJIg.NiX.CeHs, is treated 
with a .solution of 3.5 parts of tin in concentrated hydrochloric acid, 
and the liquid warmed for some time. Hydrazobenzenc, CoH^.NIL- 
NH.CjiHj, is formed, which by intramolecular change is converted 
into benzidine (dihydrochloride). Some of the isomeric <?-/>-diamino- 
diphenyl is simultaneou.sly formed, and a portion of the azobenzene is 
reduced to aniline, 0^115. NIIj. Ihe alcohol is distilled off, the residue 
dissolved in water, and sulphuric acid added. The nearly insoluble 
benzidine sulphate is precipitated, while the sulphates of the isomeric 
base and of aniline remain in solution. I'hc precipitate is washed 
with dilute hydrochloric acid (to/emovc tin salts) and treated with 
ammonia, the liberated benzidine being crystalli.sed from dilute 
alcohol. Benzidine is also produced by treating azobenzene with 
sulphur dioxide. Benzidine is manufactured on a large scale by 
heaUng nitrobenzene with sodium hydroxide, a little alcohol, and the 
proportion of zinc-dust theoretically sufficient to reduce it to hydrazo- 
benzene. 1 he product is washed with cold dilute hydrochloric acid 
to remove oxide of zinc. On subsequently heating it with dilute 
hydrochloric acid, it is converted into benzidine dihydrochloride. 

Benzidine forms large pearly plates, which are colourless when pure, 
but rapidly turn red on expo.sure to the air. It melts at 122", and 
boils wiUi partial decomposition above 360°^ Benzidine is very 
sparingl^^ soluble in cold, but readily in boiling* water, and is easily 
soluble in alcohol and ether. 
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Benzidine is a well-defined di-acid base, forming cr}’slallisal)k' salts. 
The sulphate is ver)’ sparingly soluble in water, even when boiling. 

On adding potassium dicliromate to a concentrated solution of 
benzidine hydrochloride, a deep blue crj’stalline precipitate, containing 
Ci2H,j(NH2)2CrO^, is immediately formed. The same precipitate is 
formed on warming, even in very dilute solutions. 

\\lien chlorine- water is added in small (juantity of a solution of 
benzidine hydrochloride, the liquid assumes a fine blue colour, which 
on further addition of chlorine-water changes to green; and ultimately, 
when the chlorine is in excess, a ilocculenl red precipitate is formed, 
apparently containing CJ2H-CI3N.2O, soluble in alcohol and ether, 
and forming a colourless compound on reduction. Bromine-water 
and a solution of bleaching powder act similarly; but in presence of a 
large quantity of free hydrochloric acid bromine forms tetrabrombenzi- 
dine, melting at 285°. With nitrous acid, solutions of benzidine salts 
react to form tetrazo-compounds which react with phenols, phenol- 
sulphonic and carboxylic acids, amidosulphonic acids, etc., to form 
the important cla.ss of bodies known as “tetrazo-dyes,” of which Congo- 
Red is the type (Vol. 5, page 206), and which are remarkable for dyeing 
cotton without a mordant. 

Orthotoluidine. NH2.CJl3(CH3).(Cn3)CoH3.NH2. — This base is 
homologous with benzidine, and is prepared from ortho-nitrotoluene 
by the same process by which benzidine is prepared from nitrobenzene. 
It melts at 128°, and presents a close resemblance to benzidine. I'he 
tetrazo-dyes prepared from it are less readily altered by acids than are 
the similar dyes prepared from benzidine. 

According to Roesler and Gla.smann, Chcfu. Zeit., 1903, 27, 986. 
Benzidine and Tolidine may be estimated iodometrically. 

The method depends on the reaction of the bases with i molecule of 
iodine, according to tlie equations 

C,2H,2N2+l2=Ci2HiiIN2-l HI 

(Benzidine.) 

Ci,II,„N2+l2=Ci,Hi5lN24-HI 

(Toluidine.) 

About 5 grm. of the base are dissolved in 5 c.c. of hydrochloric acid, 
sp. gr. 1. 19, and water, by the aid of heat, and when cold, diluted 
to 500 c.c. with water. 25 c.c. of this solution are neutralised 
with sodium bicarbonate solution until precipitation commences. 
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This precipitate is redissolved in a trace of very dilute hydrochloric 
acid, care being taken that the final solution is perfectly neutral, since 
the presence of free acid will vitiate the results. The neutral solution 
thus obtained is diluted to 500 c.c., and titrated in the usual manner 
with N/20 iodine solution, running drop by drop. The iododerivatives 
of the bases form voluminous dark blue precipitates, so the end 
reaction is best observed either with starch paper or by spotting out 
with starch solution on a white tile. — 
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By \V. H. GLOVKK, Pit.D. 
NAPHTHYLAMINES AND THEIR ALLIES. 

When naphthalene, is treated cautiously with nitric acid, 

n-nitronaphthalene, is formed, and this is converted by 

reducing agents into a-aminonaphthalene or n-naphthylamine, 
C1JI7.NH2. By other reactions the isomeric / 9 -naphUiyIamine may be 
obtained. These two substances differ from each other in a notable 
manner, as indicated in the following table: 


<T Nai)hth> laniinc 

• 

ft Naphthylaminc 

C\l C \ll- 

! cn CH 

^ HC "C' ('ll 

Structural formula || 

, tic C CH 

CH CM 

' lie 'c C NH* 

i lie y CII 

1 ' ' ^ 

CH CH 

M. p 1^0^* 

, 1 1 a'"’ 

P 300" 


Odour DisaKree.ahlr . persistent. 

None 

Appearance . . . Flat needles or prisms 

Pearly plates 

Reaettons of hydrochloruie 
tn solution: 

With feme chloride .... Blue precipitate 

A 

j 

No reaction. 

With nitrous acid in alcoholic , Yellow colour, turned crim- 
or acetic acid solution. son by hydrochloric acid. 

i 

1 No reaction * 

With sulphanilic acid and , ^ed colouration, 
sodium nitrite, followed by 1 
hydrochloric acid. 
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a-Naphthylamine. CjoPIy-NIIj. 

This base is obtained by the reduction of nitronaphthalene, or by 
heating «-naphthol with the double compound of calcium chloride and 
ammonia. ^ 

tt-Naphthylamine has a most disgusting and persistent odour, 
resembling that of feces. It turns violet or brown in the air, but when 
purified by sublimation this change occurs very slowly, and only on 
exposure to air and light. It is slightly volatile with steam. 

a-Naphthylamine is nearly insoluble in water, but very soluble in 
alcohol and ether. It forms a series of readily-crystallisablc, easily- 
soluble salts; the hydrochloride, C,(,H7.NH.^,i:ICl, forms long needles 
and glistening scales, sublimes at 200°, and is soluble in water, ethyl 
alcohol and ether; tlie sulphate (tech, naphthylamine S), (CioII^NH,,),,,- 
crystallises with 2lI^(J in white, sihery scales and is soluble 
with difficulty in cold water and ethyl alcohol, but readily soluble in 
hot ethyl alcohol; tlie oxalate, (Ci^Hj.NILdjJIoCjO^, forms small, 
glistening leallets; the hydrogen oxalate, Ci(,H7.NH2,H2C204, crystal- 
lises in white nodules; the picratc has m. p. 165°. When ammonia is 
added to a solution of a salt, the free base is precipitated in white, silky 
needles. 

On adding ferric chloride to a solution of a-naphthylamine, or of one 
of its salts, an azure blue precipitate of naphthamein is produced, which 
rapidly becomes puq^lc, but is tuichanged by treatment with sul- 
phurous acid. Other oxidising agents (c. g., chromic acid, bleach- 
ing powder) produce precipitates varying in colour from blue to 
violet or red. 

On adding an alcoholic solution of nitrous acid to a solution of 
a-naphthylaniine in alcohol or glacial acetic acid, a yellow colour is 
produced, which, on adding a little hydrochloric acid, changes to an 
intense violet or magenta colour; or, in presence of only traces of naph- 
thylamine, to a reddish colour. 

A red colouration is produced when hydrochloric acid is added to a 

cold solution of a-naphthylamine, sulphanilic acid and sodium nitrite, 

• 

' On a larKo scalo, (t-naphthylamine is prepared in a manner very similar to that em- 
ployed for the priKluction ol aniline Nitronaphthalene is reduced by iron and hydrochloric 
acid at a temperature of alxiut so*' When the reduction is complete, milk of bme is added 
and the naphthylamine distilled off by the aid of superheated steam. The crude product is 
purified by rcdistillation, when it is obtained as a nearly colourless oil, which solidifies to 
crystalline cakes of a greyish colour. It appears to be wholly free from ^-naphthylamine, 
but contains an impurity which is probably i .8-naphthylcnediamine, CioH»(NHj)i (O. N. 
Witt, DiHgl. Polyt.JouT., 1887, a6s. aas). 
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owing to the formation of aminonaphthylazobenzenesulphonic acid, 
NH,.CioH,.xN 2 .C,H,.S 03 H. 

Commercial «-naphthylamine is met with in wliiie, grey or brown 
crystalline cakes; it should be free from oily constituents and almost 
completely soluble in dilute hydrochloric acid. Naphthalene, the 
presence of which causes incomplete solubility, may be estimated l)y 
distilling the acidified solution in a current of steam, agitating die 
distillate with ether, separating the ethereal layer, evaporating at a 
low temperature and weighing the residue. I'he technical product 
may also contain some [i-naphthylamine; diis is isolated by die frac- 
tional cr}’stallisation of the hydrochloride and, subsequently, of the 
sulphate. 

a-Naphthylamine, when boiled with glacial acetic acid, yields a- 
acetnaphthaluie, Coolly. NllAc, m. p. 159-160°, and when treated with 
benzoyl chloride and aqueous .sotlium hydroxide yields benz-a- 
naphthalide (benzoyl-o-naphthylaniine), C\Jf,.NlIBz, m. p. 156°. 
a-Naphthylamine is usc'd in the preparation of o-naphthol, a-naphdiyl- 
aminc sulphynic acids, azo-dyes, Magdala Red (Vol. 5), and naphtha- 
lene fancy colours for cotton. 

;9-Naphthylamine. 

This modification of aminonaphthalene is mo^t readily obtained by 
heating ^ 9 -iiaphthol under pressure* with ammonia at 160°, or with 
the double compound of zinc diloride and ammonia at 200-210°. 

^ 9 -Naphthylamine is odourless and more stable than the a-modifica- 
tion. It volatilises in a current of steam, and is slightly soluble in cold, 
more readily in hot, water, the .solution exhibiting a blue lluore.scence, 
which, however, is not shown by /f-naphthylaminc salts. / 9 -Naphthyl- 
amine gives no colouration witli oxidising agents, nor with nitrous and 
hydrochloric acids in alcoholic solution. 

The hydrochloride y IICl, crystalli.ses in leaflets and is 

readily soluble in water and ctliyl alcohol; the sulphate, (C 
HnSO^, crystallises in leaflets and is less soluble in water than the 
a-salt; the picrate cr)^tallises in long, yellow needles, m. p. 195° 
(decomp.), and is soluble in alcohol. 

, 9 -Naphthylamine, when heated with (i) formic acid (sp. gr. 1.2), 
yields formyl-p-naphthalide, CjoH^.NH.CHO, m. p. 129°, and (2) 
glacial acetic acid yields j^-acetnaphthalide, crystallising in white leaf- 
lets, m. p. 132°. 

Vol. VI.~-8 
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Commercial /?- naphthyl amine should have m. p. 112° and be almost 
completely soluble in dilute hydrochloric acid; the insoluble portion 
is probably [i-naphlhol and li-dinaphthylamine: the / 9 -naphthol is 
isolated by extracting tlie product with dilute aqueous potassium 
hydroxide and acidifying the alkaline extract with a mineral acid. 

/ 9 -Naphthylamine is used in the preparation of red azo-dyes. 

Tetrahydro- , 9 -naphthy lamine . 

This base has been introrluced into medicine under the name of 
^‘Thermine.” It is a colourless, slightly viscous licjuid, of peculiar 
odour. It is a strong base, a drop soon becoming convertefl into a 
crystalline mass of the carbonate on exposure to air. The hydrochloride 
forms well-defined white crystals, m. p. 237°, and is readily soluble in 
water, alcohol, and amyl alcohol. 

The physiological effects of thermine embrace the two strongly 
marked characteristics of mydriasis (accompanied by pain) and ele- 
vation of the temperature, which latter effect has been observed to the 
extent of 4 5°, 

ALKYL- AND ACYL-NAPHTHYLAMINES. 

Ethyl-n-naphthylamine, C when freslily distilled is 

a colourless oil, but on exposur6 to the air it becomes brownish-red 
by transmitted light and steel-blue by reflected light; it has sp. gr. 
18718^" 1.073, 

Ethyl- i?-naphthylamine, when freshly distilled, is a colourless, 
viscid oil, b. p. 315-316°; 305°/ 7 16 mm., 191°/ 25 mm., sp. gr. at 18° 
1.062, .soluble with difticulty in hydrochloric acid It comes on the 
market as Developer B and its use has been proposed for the prepara- 
tion of black azo-dyes. 

A method for estimating the above two substances is given by 
Vaubel {Chem. Zeit., 1903, 27, 278); reliable results are obtained, how- 
ever, only by an experienced worker. 

Phenyl-rt-naphthylamine, CioIIy.NHPh, 'Is prepared by heating 
aniline with n-naphthylamine hydrochloride or a-naphthylamine with 
aniline hydrochloride at 240°; it crystallises in prisms, m. p. 62°, 
b. p. 226715 mm., 3357258 mm,, is insoluble in dilute acids, and 
easily soluble in most organic solvents. The acetyl derivative has m. p. 
X15®; the benzoyl derivative has m. p. 152°. The commercial product 
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is usually met with as pale brown cakes; it is used in the preparation 
of Victoria Blue. 

Phenyl-,9-naphthylamine is obtained by heating ^9-napht}3ol, 
aniline and aniline hydrochloride at 200-210*^; it c^y^tallist‘s in needles, 
m. p. 108°, b. p. 305'^, is slightly soluble in cold alcohol, ether, benzene 
and glacial acetic acid, and readily soluble in the hot solvents forming 
solutions with a blue lluorescence. The hydrochloride, formed by 
passing hydrogen chloride into a solution in benzene, is decomposed by 
water; the aiciyl derivative has m. p. 93"^; tlic benzoyl derivative has 
m. p. 136°. 

fj-Tolyl-a-naphthylamine, is i)rcpared by 

heating o-napluhol and e-toluidine with calcium (hloride at 280'^; it 
cr>'stallises in needles, m. p. 0 1-95^ slightly solul)le in light petroleum, 
readily soluble in tlie ordinary organic solvents. The addition of 
nitric acid to the greenish-yellow solution in suli)huric acid produces 
a dark greenish-l)luc colour changing to yellowish-brown while, 
potassium dichromate, in small quantity, gives a dirty dark-green, in 
larger quanfily, a reddish-brown colouration. 

i>-Tolyl-,9-naphthylainine, prepared from / 9 -naphthol, f>-toluidinc 
and calcium chloride, crystallises in glistening leatlets, m. p. 95 
it is decomposed by concentrated hydrochloric acid yielding (>-toluidine 
and . 9 -naphthol. The pale yellow solution of the base in concentrated 
sulphuric acid is coloured dark reddish-yellow by nitric acid, and 
brownish-violet by j)otassium dichromate. The picratc has m. p. 
310 °; the benzoyl derivative has m. p. 117-118^. 

/>-Tolyl-«-naphthylamine is obtained by heating a-naphthyl- 
amine with />-toluidine hydrochloride or o;-naphthol and /J-toluidine 
with calcium chloride; it crystallises in short prisms, m. p. 79°; is 
slightly soluble in cold alcohol and light petroleum, readily soluble in 
boiling alcohol, ether and benzene. The pale yellow solution in con- 
centrated sulphuric acid is coloured green by the addition of nitric 
acid or potassium dichromate. It is used in the preparation of Night 
Blue. 

/>-Tolyl-^9-naphth^lamine^ is prepared by heating ^-naphthol, 
/>-toluidine, and /?-toluidine hydrochloride at 200-210®; it forms 
reddish leaflets, m. p. 102-103°, is soluble in hot organic solvents, 
and slightly soluble in cold alcohol and light petroleum. The yellow 
solution in concentrated sulphuric acid gives a brownish-red colour 
with nitric acid and a raspberry-red colour with potassium dichro- 



Il6 NAPHl’HYLAMINES, PYRIDINE, QUINOLINE, ACRIDINE BASES. 


mate. It is decomposed by concentrated hydrochloric acid yielding 
/>-toluidine and /?-naphthol. The acetyl derivative forms colourless 
needles, m. p. 85°; the benzoyl derivative crystallises in needles, 
m. p. 139°. The base finds application in the preparation of Wool 
Black. 

Benzyl-o-naphthylamine, CiJI^.Nn.CHTh, is prepared from 
a-naphthylamine and benzyl chloride; it has m. p. 66-67^ and is used 
in the preparation of Nile Blue B.B. 

Dimethyl-a-naphthylamine, CjJIj.NMeo, is prepared by heating 
a-naphthylaminc with methyl iodide and methyl alcohol at 100*^ 
or tt-naphthylamine hydrochloride with methyl alcohol at 180°; it is a 
liquid with a green tluorescencc, b. p. 267°, and has an odour resembling 
petroleum. 

Dimethyl-/^naphthylamine, is obtained hy the action of tri- 
methylamine on /V-naphthol at 200°; it forms crystals, m. p. .|6°, 
b. p. 305°. 

Diethyl-«-naphthylamine, is formed hy heating 

a-napliLliylamine with ethyl bromide and alcohol undei» pressure at 
1 20“; it is a yellow oil. b. p. 290° 

Methylphenyl-«-naphthylamine, CiJI-NMePh, is prepared by 
acting on phenybo-naphthylamine and methyl alcoliol with hydrogen 
chloride under pressure; it is a greenish oil with a blue lluorescence, 
and is employed in the preparatioft of \'ictoria Blue. 

«-Dinaphthylamine, ((',„II-)_,N]I, i.-> prepared by heating n-naph- 
thylamine with its hydrochloride at ^5o'^ It crystallises in large 
rectangular leallcts, m. p. 113^, and is insoluble in water, moderately 
soluble in alcohol, readily soluble in the other organic solvents. The 
solution in concentrated sulphuric acid is yellow at first, but quickly, 
especially when warmed, turns green. An alcoholic solution gives a 
pale green colouration with ferric chloride, d'he base is not altered 
by acetic anhydride, but with acetyl chloride it yields an acetyl deriva- 
tive whidi crystallises in needles, m. p. 217°. The picrale, (CioH.)2- 
NII,2C(,ll307N3, forms needles, m. p. 168-169°. 

«/9-Dinaphthylamine, is prepared by heat- 

ing a-naphthylaminc and ^.?-naphthol with crystalline calcium chloride 
at 280°; it crystallises in long, stout, glistening prisms, m. p. 110-111°, 
and is readily soluble in warm alcohol, ether and benzene: the pkrate 
crystallises in needles, m. p. 172-173°; the acetyl derivative forms 
stout needles, m. p. 125° 
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/?-Dinaplithylamine is formed by heating ^?-naphthol with zinc 
ammonium chloride under pressure at 280-300*^; it crystallises in 
silvery leaflets, m. p. 170.5^ is slightly soluble in alcohol, readily in 
hot glacial acetic acid and benzene; the solutions exhibit a blue fluores- 
cence. The picrate has m. p. 164-165°; the acetyl derivative crystal- 
lises in needles, m. p. 114-115.° 

Naphthylene-Diamines. 

The naphtliylcnediamines or diaminonaphthalenes arc prepared by 
heating the corresponding dihydroxynaphthalenes with ammonia, by 
the reduction of tlic dinitronaphthalenes, and in other ways. 

The following table exhibits tlie leading j)ro|)erties of the most 
important members, which And application in the dyeing industry: 

Naphthylaminesulphonic Acids. — It is not possible in a work of 
this kind to give a complete account of all the naphthylaminesulphonic 
acids known, but in the following pages the properties of the most 
important U^chnical products arc briefly summarised. The general 
methods of prt'paration are also mentioned as this gives an indication 
of the impurities to be looked for in testing the commercial material. 
General Methods of Preparation. 

(t) by sulphonation at dilTerent temperatures of the naphthylamines. 

(2) By sulphonation of tiie nitrohaphthaleiies and reduction of the 
product. 

(3) By nitration of the naphthalenc.sulphonic acids and reduction 
of the product. 

(4) By the action of ammonia on the naphtholsulphonic acid, the 
OH group being replaced by the NIH grouj). 

Monosulphonic Acids of a-Naphthylamine. 

Most of the naphthylamincmonosulphonic acids are commercially 
important chiefly in connection with the manufacture of the dyes 
which arc obtained by^ combining them with diazo-compounds. 

i-Naphthylamine-2-sulphonic acid {orlJionaphth ionic acid) is 
prepared by heating sodium naphthionate with naphthalene at 200°, 
the SO3H group changii>g from position 4 to 2 ; it crystallises in triclinic 
needles, i part dissolving in 225 parts of water at the ordinary temper- 
aturQ; reduces solutions of gold salts; gives a greyish-green precipitate 
with ferric chloride and yields a diazo-compound which forms diffi- 
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cultly soluble greenish-yellow plates. Salts: sodiuvi, difficultly sol- 
uble, I part dissolving in 60 parts of cold water or 10 parts of boiling 
water; aqueous solution exhibits dark green fluorescence; calcium, very 
difficultly soluble large, flat prisms, i part dissolving in 20 parts of 
water at 100° 

i-Naphthylamiiie-3-sulphonic acid (; ) is formed in small quan- 
tities in the preparation of 1:6- and i :7-naphthylamincsulphonic acids 
by nitration and subsequent reduction of 2-naphthalenesulphonic acid; 
it crystallises in colourless needles, soluble with difficulty. Salts: 
sodium^ easily soluble; barium (ilfjO), flat, glistening needles. 

i-Naphthylamine-4“Sulphonic acid (tiaphlh ionic add) is prepared 
by roasting «-naphthylamine hydrogen sulphate at 170-180° with 3% 
of oxalic acid; it is soluble witli difficulty in cold water, 1 part dissolv- 
ing in 4,000 parts of water at 15° and crystallises with 1/2II2O; ferric 
chloride colours the aqueous solution brown, which darkens on boil- 
ing. The acid, when heated with aqueous solutions of alkalies under 
pressure at 200-250°, yields Ute corresponding i-naphthol-4-sulphonic 
acid. Conedhtrated sulphuric acid gives rise to disulphonic acid 
derivatives, while dilute sulphuric acid decomposes it into a-naph- 
thylamine and sulphuric acid. Salts ; sodium (4ll20), large, mono- 
clinic, colourless ciy’stals, easily soluble in water, insoluble in alcohol 
precipitated from aqueous solutions by sodium hydroxide and salt; 
the solutions show' an intense reddish-blue fluorescence; the solid salt, 
when shaken with benzaldehyde, yields the benzylidene derivative, 
CHPhiN.CjoHo.bO^Na, which crystallises in golden yellow plates 
and is decomposed by acids; calcium (8II2O), characteristic crystals, 
soluble in water. 

i-Naphthylamine-5-sulphonic acid (naphthalidinic acid; Lau- 
rent’s or L-acid) is prepared by sulphonating a-naphthylamine with 
concentrated sulphuric acid at 130°. Naphthionic acid is the initial 
product, but on prolonged heating tlie 1:5- and 1:6- acids alone are 
formed. It crystallises from hot aqueous solutions with 1H2O in small 
plates, I part dissolving in 950 parts of water at 15°, and when fused 
with sodium hydroxide yields i-naphthol-5-sulphonic acid. .Salts : 
sodium (iHjO), small, very soluble prisms; calcium (qHjO), trian- 
gular plates, readily solpble in water; shaken with benzaldehyde it 
gives difficultly soluble needles of the benzylidene compound. 

Aqueous and alcoholic solutions of the acid and its salts show a 
green fluorescence. 
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i-Naphthylamine-6-sulphonic acid (, 9 ) (Cleve^s /?-acid), pro- 
duced with the 1:7- and 1:3- acids when naphthalenesulphonic acid is 
nitrated and subsequently reduced, cr>'stallises in needles and plates 
according to the solvent used; i part of the acid dissolves in 1,000 parts 
of water at or 100-200 parts of water at 100°; aqueous solutions 
give with ferric chloride or gold chloride a cornflower-blue or reddish- 
violet colouration respectively; it is very stable and is not decomposed 
by dilute acids at 200°. Salts: sodium (4H^0), rhombic plates; 
calcium (yll^O), slow crystallisation from hot concentrated solutions 
(2ll,0). 

i-Naphthylamine-7-sulphonic acid (Cleve’s J-acid) crystallises 
in needles or flat prisms, and dissolves in 2 15 parts of water at 25°; ferric 
chloride gives an intense blue colouration, which on the addition of 
acetic acid becomes red. Salts: sodium (i /2H2O), thin needles, 
readily soluble in water and methyl alcohol; zinc (^IKO), glistening 
yellow needles, soluble with difliculty in water, d'his and the former 
acid ani combined with diazo-compounds to produce black azo-dyes 
for cotton fabrics. ' 

1- Naphthylamine-8-sulphonic acid (Schdllkopf’s or S acid) is 
prepared by cold nitration ami subsequent reduction of naphthalene- 
sulphonic acid, the T:5-acid being formed simultaneou.sly, it crystallises 
in white needles, soluble in 4,800^ parts of water at 21° or 240 parts at 
100*^. Ferric chloride colours the cold saturated solution an intense 
violet, while gold chloride gives a red colouration changing to violet and 
violet fluorescence. 'Fhe acid does not condense with benzaldehyde; 
the diazo -compound forms tliflTicultly soluble greenish-yellow prisms. 
Salts: sodium, plates, i part dissolves in 88. 5 parts of water at 24° or 
37.5 parts at loo'^^; potassium, large, shining plates, i part dissolves in 
28 parts of water at iq° or 6.7 parts at 100°. 

The salts of this acid have the peculiar property of clinging tena- 
ciously to ferric and aluminium oxides, 

Monosulphonic Acids of i5-Napl^thylainine. 

The most general method of preparing these acids is by heating the 
corresponding ;^naphtholsulphonic acids w,ith strong aqueous am- 
monia under pressure. 

Most of the .?-naphthylaminesuIphonic acids are of importance. 

2- Naphthylamine-5-sulphonic acid {DaliVs or f-acid) ciystallises 
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in long, slender needles, soluble in r,ooo parts of cold or 2,000 parts 
of hot water; the rf/a co-compound forms greyish-yellow, difiicultly 
soluble crystals. Salts: sodium (51120), large, thick plates, very 
soluble in water; potassium (iHoO), small rhombohedra, vcr>' soluble 
in water. 

Aqueous solutions of the acid and salts exhibit a rcddi^h-bluc Huo- 
rescence. 

2-Naphthylainine-6-sulphonic acid {Bromter's or 'i acid) forms 
long, silky, prismatic needles, soluble in 630 parts of water at 100®; the 
(/fj co-compound is a difTicullly soluble greenish-yellow powder. Salts : 
sodium (allyO), while, silky needles, i part soluble in 40 parts of water; 
calcium (hIKO), long, silky needles, i part dissolves in 225 parts of 
cold water; ammonium (iHjO), silky needles or plates with a violet 
fluorescence. 

Aqueous solutions of the acid and salts exhibit a blue fluoresc ence. 

2-Naphthylamine-7-sulphonic acid {F~ or B-a<id, BarycBs acid, 
CasclUi's acid F) forms long, silky needles almost insoluble in cold 
water, soluble in 350 parts of hot water; the ^//(/c<7-compound forms 
ciy’stals which appear orange-red by reflected light and colourless by 
transmitted light. Salts: sodium (4IFO), needles, difl'icultly 
soluble in cold, more ca^ly in hot, water; ammonium, small, soluble 
plates; calcium (611./)), blue fluorescent plates, i {)art dissolves in 
280 parts of cold water; maf^nesium (5 1/2II2O), small, blue fluores- 
cent needles. 

Aqueous solutions of the acid and salts exhibit a reddish-violet 
fluorescence. 

2-Naphthylainine-8-sulphonic acid (cx-acid or Baden add) forms 
small prisms, i part soluble in 1,700 parts of cold water and almost 
insoluble in alcohol. Salts : sodium, glistening tablets, in.soluble in 
alcohol; potassium (i/cIFO), six-sided jilates; (oldum (bll^O), large, 
thick plates, i part dissolves in ii parts of water. 

Aqueous solutions of the acid and salts exhibit a pale blue fluores- 
cence. 

The /'9-naphthylaminesulphonic acids give characteristic -coloured 
compounds with benzidine and tolidine, which are very useful in char- 
acterising the different, isomeric acids. The coloured substances ob- 
tained with the three most important of the acids are shown in the 
following table. 
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Ac-i(l 

NIIj SO, II 


Colours of the 


Uenzuline compounij Tolidinc cuippounj 


3 «; Yellow 


2h \ ellfjwish red Yellowish red (Benzopurpunn i B) 


3 7 Bluiih red, insoluble iiiaunesuim salt, corn- 

pUtely precipitated by acetic acid 


Disulphonic Acids of a-Naphthylamine. 

i-Naphthylamine-3 : 6-disulphonic acid (Freund's acid), prepared 
l)y reducing i-nitronai)hthaIene-3:6-disulphonic acid, is readily soluble 
ill water and alcohol, insolulile in etlier and benzene; when heated 
with water it yields n-naphthol -3.6 disulphonic acid. 

i-Naphtliylamine-3 :8-disulphonic acid {^-naphthylaminedisul- 
phonic acid), prepared by nitration and subsequent reduction of i 6- 
naphthalenedisulphonic acid, cry'stallises in colourles!., glistening 
scales (jIIjO), and is extremely soluble in water; the d/act?- compound 
forms white needles. Salts: sodium hydrogen (2ILO), long needles, 
I part dis.solves in 30 parts of cold water; disodium (dlljO), easily 
soluble in water; copper, rtesh coloured powder almost insoluble in 
water. 

Aqueous solutions of the acid and salts have a green fluorescence. 
i-Naphthylamine-4 : 6-disulphonic acid (DahVs acid No .11). 
When naphthionic acid is sulphonated, 33^'c ^rid 66% of 

i-naphthylaminc-4:7-disulphonic acid arc produced; it is readily 
soluble in hot water, insoluble in alcohol; ferric cliloride produces a 
white turbidity, while gold chloride gives an orange colouration; the 
d/ac<7-compound forms silky, yellow needles. Salts : calcium hydro- 
gen, readily soluble white needles, forms double salts with other bases; 
calcium, glistening needles, soluble in hot methyl alcohol, in 85% 
alcohol, but not in absolute alcohol. 

Aqueous solutions of tlic acid and salts exhibit a blue fluorescence. 
i-Naphthylamine-4 : 7-disulphonic acid (DahVs acid No. Ill) 
ciystailises in rosettes of needles, soluble in 20 parts of hot, sparingly 
soluble in cold, water, insoluble in 85% alcohol; the </ja20-compound 
is a yellow, amorphous pow'der, difficultly soluble in water. 

Aqueous solutions of the acid and salts exhibit a blue fluorescence. 
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1- Naphthylamine -4 : 8 -disulphonic acid (8-or S-acid) is prepared 
by heating «-naphthyIammemonosulphonic acid S with turning 
sulphuric acid at 100° till the product is soluble in water; it crystallises 
in readily soluble rhombohedra. Salts: sodium hydrogen, diflicultly 
soluble long prisms; sodium, colourless needles or (2H2(,>) compact 
clear crystals. 

Aqueous solutions of the acid and salts exhibit a green fluorescence. 

Disulphonic Acids of /if-Naphthyl amine. 

These acids are obtained by heating the corresponding naphthol- 
sulphonic acids with aqueous ammonia. 

2 - Naphthylamine -3 ly-disulphonic acid {^ naphthylaminedisul- 
phonic acid) can be prepared by the reduction of 2-nitronaphthaIene- 
3:7-disulphonic acid; it is sparingly solulde in cold, readily in hot 
water; the sodium salt (1H2O) forms small needles, soluble in 50 
parts of w'ater at tlie ordinary temperature. 

2 -Naphthylamine- 6 : 8 -disulphonic acid, {amido-O-acid), pre- 
pared by the action of fuming sulphuric acid on /y-naphtliylamine at 
110-140°, is readily soluble in w^ater and when fused with sodium 
hydroxide yields aminonaphtholmonosulphonic acid; the com- 

pound is readily soluble in water; ihcialcium and barium salts (normal) 
are readily soluble in water. 

The acid is used in the form of its diazo-compound in the production 
of w'ool-blacks for dyeing. 

Naphthylaminetrisulphonic Acids. 

1- Naphthylamine -3 :6 : 8 -trisulphonic acid is prepared by the 
sulphonation and nitration and subsequent reduction of naphthalcne- 
/:f-sulphonic acid. The .solutions in alkalies are not fluorescent. Salts : 
disodium, easily soluble in w’atcr, difficultly soluble in brine; sodium 
hydrogen, fine white i\«edles. 

2 - Naphthylamine -3 :6 ; 8 -trisulphonic acid is prepared by sul- 
phonating .^-naphthylaminesulphonic acid (G) with sulphuric acid, 
containing 40% of sulphur trioxide, at 120°; it is readily soluble in 
water; the compound forms yellow needles; the azo-compound 
with -R salt is red and easily soluble; the potassium hydrogen salt forms 
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Sparingly soluble, glistening needles. Aqueous solutions of the acid 
and salts exhibit an intense sky-blue fluorescence. 

Diaminonaphthalenesulphonic Acids. 

A few diaminonaphthalenesulphonic acids have come into use 
recently for the manufacture of dyestuffs, and therefore are of some 
importance. 

1 :4-Diaminonaphthalene-6-sulphonic acid, prepared by the 
nitration and subsequent reduction of 1:5- or i :7-naphtl■lylamine- 
monosulphonic acid, the first amino group being protected by acetyla- 
tion, is a (rystalline powder readily soluldc in water. 

1 : 5-Diaminonaphthalene-3 : 7-disulphonic acid, similarly pre- 
pared from naphthaiene-2:()'disulphonic acid, forms microscopic 
crystals, insoluble in water; the sodium salt is .soluble in 20 parts of 
cold water. 

1 :8-Diaminonaphthalene-3 :6-disulphonic acid, prepared by the 
reduction of i:8-dinitrona[>hthalene-3:6-disulphonic acid with ammon- 
ium sulphide, is slightly soluble in water; ferric chloride colours an 
aqueous solution reddish-brown. Salts: potassium (3H,.()), thin 
needles, fairly soluble in hot water; sodium, slender needles; barium 
hydro^ni, slender, glistening needles, dilhcultly solul:)le in hot water; 
barium (blljO), slender needles ditTuultly soluble in hot water. 

Aqueous solutions of the acid and .salts arc not fluorescent. 


Analysis of Naphthylaminesulphonic Acids. 

Various methods have been proposed for the analysis of the naph- 
thylaminesul[)honic acids, and used with more or less success. 

Two methods much in use arc the titration of the free acid or its 
sodium salt with a standard solution of (i) sodium nitrite or (2) 
diazobenzene or diazotoluene. The dye formed is salted out and the 
end-point ascertained by taking a drop of the solution on a filter paper 
and ackling a drop of the diazo-solution to see if any more dye is 
formed. Even with tlie most skilful workers the degree of accuracy 
is not greater than 1-2%. 

Another method proposed by Vaubel {Chem. Zeit., 1893, 17, 1265) 
depends on the absorption of bromine by some of the sulphonic acids. 
He finds that they can be divided into 3 classes: 
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1. Sulphonic acids which absorb i atom of bromine. 

2. Sulphonic acids which slowly absorb several atoms of bromine. 

3. Sulphonic acids which do not absorb bromine at the ordinary 
temperature. 

Class I includes the following acids: 

i-Naphthylamine-2-sulphonic acid. 

i-Naphthylamine-4-sulphonic acid. 

i-Naphthylamine-4;6-disulphonic acid. 

i-N aphthylamine-4 : 7-disulphonic acid. 

1 - N aphthylamine-4 :8-disulphonic acid. 

2- Naphthylamine-3 ^-disulphonic acid. 

2-Naphthylamine-5-sulphonic acid (2 Br.). 

1 ;6-Diaminonaphtlialcne-4-sulphonic acid. 

Class 2 includes: 

i-Naphlhylaniine-7-sulphonic acid which al)sorbs 3 Br. 

i-Naphthylamine-8-Hulphonic acid which absorbs 2 Br. 

1- NaphthyJamine-3 7-disulphonic acid which absoibs 2 Br. 

2- Naphthylamine-()-sulphcmic acid which absorbs 3 Br. 

2-Naphthylamine 7-sulphonic acid which absorbs 3 Br. 

Class 3 includes: 

2-Naphthylaminc-8-sulphonic acid. 

2-Naphthylaminc-6.8-disulphonic add. 

The method of procedure is to add to a weighed cjuanlity of the 
sulphonic acid an excess of potassium bromide and suljdiuric acid, 
and then a standard solution of potassium bromatc until there is an 
excess of bromine; the estimation is carried out at the ordinary tem- 
perature. 

In the case of those acids which fall under ('lass 3, it has been 
found that t atom of bromine is taken up at ()$ 75° without much 
loss of bromine; care must be taken, however, to keep the tem- 
perature below 75*^ otherwise the end-point is not easily determined. 

Aminonaphthols. uMq-OU. 

These substances are unstable bases obtained by the action of 
reducing agents on the' nitro- or nitroso-naphthols, or on certain 
azo-dyes. The following table shows the leading differences of the 
principal members of the group: 
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4 Anuno-i naphthol a-Ainino-i-naphthol ^ i-Atnino-a-naphthol 


Modfof f<jnnatiun Rrduction of 4 nitro- Reduction of a-nitro- ! Reduction of i-nitro- 
,f ruiphlhol. or of tr-naphthol, or of ni- /?-naphthol,ofnitro- 
( )rani*e I. ( Vol O troso-.x-naphthol so-^-naphthol , or of 

Orange II, (Vol s) 

Char.uter, oi tne Uiist.ildt Neeclks from wattr Colourless scales; 

tontaininn sulphur slightly soluble in 
' dioKifh'. soluble with I water, oxidised in 
difliculty m water ' the air Ethereal so- 
I lution exhibits violet 
' fluorescence 


Rcac tion on agit.it 
mg .ilkalme s..lu 
tion willi air 


Dirty gricn loloiiia- 
lion, ( li.ingmg to 
y( Ilow 


Permanent grass- 
I gnen colour, and 
! green scum soliililc 
I in alcohol to pure 
I green solution Or 
I \ inlet naphthaquin 
onimidc — 


Drown colouration 


Reaction witli bio V< llowidi while nee 
mine w. iter dies ]»riupit.ii(d, 

»\en in very dilute 
' solutions 

Characters of h>dro- Long white needles 
chloride J or acuul.ir plates 

1 With bleai lung iHiw’- 
j der \ields C olirNi- 
I Cl, which separates 
. from aci tic ai id so- 
' lution in needlc'S, | 
melting .it and [ 
( xplodmg at 1 to^ ' 


I’rcHluct o( oxid.i I'hc'oii f 1C il Vie Id of 
tion with chromiL a naphtiiaqumone 
acid mixture 


^ c 111 iwish or grc'en 
pi c'c nutate (the ' 
same with ferric 
chloride) 

White l.imina’ White lustrous nt'cdles 

I readily soluble in 
' wat^-r, but only spar- 
i ingly in dilute hydro- 
I chloric acid. 


^-naiihlhaciuinone fl naphtii.uiumone 


Aminonaphtholsulphonic Acids. 

The aminonaphlhol.sulphonic acids are not so important as the 
naphthylaniine.sulphonic acids, but many of them have found useful 
application in the manufacture of dyes, 

i-Amino- 2 -naphthol- 6 -sulphonic acid is prepared by the reduc- 
tion of nitrosonaphtholsulphonic acid with tin and hydrochloric acid; 
it forms long, greyisli-white needles, soluble with difficulty in boiling 
water and ethyl alcohol, insoluble in ether; with diazobenzenesulphonic 
acid it cs a fuschine red dye. Salts : sodiunt (21/ 2H2O), used as a 
photographic developer under the name of Eikonogen^^ (R. Meldola, 
J. Soc. Clicm. Ind., 1889, 8, 958). 

Aqueous solutions of the acid and salts oxidise in air, turning brown. 
i-Amino-2-naphthol-4-sulphonic acid forms bright yellow 
needles, insoluble in water, alcohol, ether, and benzene; it is decom- 
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posed by concentrated hydrochloric acid at 150*^ with elimination of 
sulphuric acid, and in alkaline solution is oxidised by the air giving a 
brown dye^ which dissolves in hot water with a green colour. 

1- Amino-8-naphthol-4-sulphonic acid (S-tjch/), prepared by 
fusing i-naphthylaminedisulphonic acid (S) with potassium hydroxide, 
forms needles readily solu])Ic in water, and coml)ines w ith 2 mole- 
cules of a diazo-compound yielding dark coloured dyes; ferric chloride 
gives an emerald-green colouration; alkaline solutions ha\e an in- 
tense blue fluorescence. 

2- Amino-i-naphthol-4-sulphonic acid, prepared by the reduc- 
tion of tlie corresponding nitrosonaphtholsulphonic acid, forms pearly 
needles and plates (il !>()), and when warmed with aqueous alkali 
in the pre.sence of air yields a violet-black dye. 

2-Amino-8-naphthol-6-sulphonic acid ((1- or y-add), prej)ared 
by fusing / 9 -naphlhylaminedisulphonic acid with sodium hydroxide 
in an autoclave, forms white needles diflicultly soluble in water, and 
reduces ammoniacal solutions of copper and silver salts; the diazo-com- 
pound is a chfhcultly soluble, lemon-yellow substance, which dissolves 
in sodium hydroxide solution with a deep blue colour. The salts of 
the alkali and alkaline earth metals are readily soluble and acted on 
by light; solutions of the alkali salts have a blue fluorescence. 

Disulphonic Acids of the Aminonaphthols. 

i-Amino-8-naphthol-2 ;4-disulphonic acid (SS- or 
prepared by fusing i-naphthylamine-2:4:8-trisulphonic acid with 
sodium hydroxide, is easily soluble in water; ferric chloride colours its 
aqueous solution a dark green; tlie sodium salt (iIIjO) forms small 
needles; bleaching powder colours its solution brownish-green, becom- 
ing reddish-brown wdth excess of the reagent. 

i-Amino-8-naphthol-3 : 6-disulphonic acid (H-acwf), prepared 
by fusing i-naphthylamine-3:6:8-trisul[)honic acid with sodium hy- 
droxide, forms slender needles, sparingly soluble in water; the diazo- 
compound forms sparingly soluble yellow needles which colour a 
sodium hydroxide solution violet, changing to green on dilution. 
Salts: sodium hydrogen (i 1/2H2O), slender, white needles, readily 
soluble in hot water; ferric chloride or bleaching powder solutions 
give a brownish-red colouration; barium hydrogen (4 1/2H2O), 
difficultly soluble silky needles. 
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Dilute solutions of the add and salts have a bluish-red fluorescence 
which on the addition of alkali becomes reddish-violet. 

1- Amino-8-naphthol-4 : 6-disulphonic acid (K-ucid), prepared 
by a similar method from the corresponding naphthylaminetrisulphonic 
acid, unites in acid solution with diazotised sulphanilic acid yielding a 
very soluble intense Bordeaux-Red azo-dye. The sodium hydrogen 
salt forms needles readily soluble in water, the solution of which has 
an intense bluish-violet fluorescence, changing to greenish-blue on the 
addition of alkali; ferric chloride and bleaching powder solutions give 
dirty green an<l brownish-red colorations respectively. 

2- Ainino-8-naphthol-3 : 6-disulphonic acid (RR- or 2R-actd), 
prepared by fusing 2-naphthylamine-3-6:8-trisulphonic acid with 
alkalis, is used for making black colours dyeing cotton direct. 

Analysis of the Aminonaphtholsulphonic Acids. 

The analysis of the aminonaphtholsulphonic acids can be carried 
out by the method already mentioned for the analysis of naphthyl- 
amineMdfdionic acids, namely, by titration with standard solutions 
of sodium nitrite, diazo-benzene or diazo-toluene. 

PYRIDINE BASES. 

These bases are contained in coal-tar naphtha; in shale-oil; in peat- 
tar; in tobacco-smoke; and, together with ammonia and methylamine 
and its homologue^^, in the product called “Dippel’s oil,” obtained by 
the distillation of bones and other animal matters. I’yridine itself 
has received several technological applications, and is of great interest 
theoretically in relation to the alkaloids. 

Pyridine may be regarded as benzene, in which one of the CII groups 
has been replaced by N. Thus: 

Sll CIP^ .CH— CTR 

CHf ril /N 

' XT! -“XTK 

lk-n7t‘ne l^yndine. 

The komologous bases arc derived from pyridine by the substitu- 
tion of C'lla, Collr,, etc., for one or more of the hydrogen atoms, and 
consequently admit of isomeric modification according to the position 
of the substituted atoms in the chain. 

The following is a list of bases of the pyridine series. The .b. p. 
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and sp. gr. are only approximate, as the isomeric modifications exhibit 
sensible differences in their physical properties. 


B p 


sp gr. 

at o° ! at 2j“ 


CiHsN ! 

Pyridine 


9858 


CbHtN I 

1 

Picolinc 

dine) 

(2-Mcthylpyn- 133-^135° 

9 <»I 3 

9 J 3 

C;H«N i 

Lutidine 

154° 

Q 4 13 


ChIIioN , 

Collidine 

170^ 

92 I 


1 

Parvoline 

i.H8“ 

906 


CioHisNj 

Corndvne 

2 1 r’ 


974 

CmH.tn; 

Rubidmc 

210" 


I 017 

ChiT.In: 

Vindine 

251" 


I 024 


From the above table it is evident that the b. p. rises as the number 
of carbon-atopis in the molecule increases. For the first lour meml)ers 
of the series the sp. gr. diminishes with increa.se in the molecular weight, 
but with the higher members the reverse is recorded as being the case. 
The lower members arc miscible with water in all proportions, but 
collidine and its higher homologues are insoluble, or nearly so, in 
V ater. 

If a drop or two of pyridine, or one of its homologues, be warmed 
in a test-tube with a similar quantity of methyl iodide, the product 
mixed with powdered potassium hydroxide and moi.stcned with water 
and heat applied, a highly characteristic and peculiar odour is pro- 
duced, owing to the formation of a pyridine dihydride. It resembles 
that of a mixture of mustard oil and isonitrile. The least trace of 
pyridine or its homologues can be detected in this way. A somewhat 
similar odour is obtained when a quinoline base is treated in the same 
manner, but the aniline bases and piperidine do not give the reaction. 
The foregoing test, due to A. W. Hofmann, is modified by de Coninck 
as follows: i c.c. of thg base is gradually mixed with 2 c.c. of methyl 
iodide, the liquid being cooled during the mixing. The crystalline 
product is dissolved in about 5 c.c. of alcohol, the liquid heated to 
boiling, and very concentrated potassium hydroxide solution dropped 
in. A blood-red colour is produced, and the liquid finally becomes 
dark brown if a pyridine base be present (Compt. Rend,, 1886, 102, 
Vol. VI.— 0 
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1480). Piperidine, sparteine, cicutine, and the aniline bases give no 
similar reaction. 

The bases of the pyridine series arc tertiary monamines, and form 
with alkyl iodides compounds^ which are not decomposed by potassium 
hydroxide, but yield alkaline hydroxides by reaction with silver oxide. 

The pyridine bases and their salts exert a soporific action on the 
higher animals. When inhaled, pyridine acts as a respiratory sedative. 
It has been successfully used as a heat stimulant and as a topical 
antiseptic in diphtheria. Penzhold found pyridine to act as a general 
antiseptic, e.specially as regards niyceUa. On the lower animals, 
pyridine and its homologues act as violent poisons, and have been suc- 
cessfully employed in 0.2% solution for destroying the scab-acarus in 
sheep, the vine-louse, and other injurious insects. The pyridine bases 
appear to be little, if at all, inferior to nicotine for these purposes, and 
have also been employed in disinfecting powders. 

Isolation of Pyridine Bases. 

For the preparation of the pyridine bases, bone-oil, q,r the fraction 
of coal-tar or shale-oil boiling between 80° and 250'^, should be agitated 
with sulphuric acid diluted with twice its measure of water, the treat- 
ment being repeated to ensure the complete solution of the bases. The 
acid liquid is separated and distilled (or boiled by a current of steam) 
till the vapours no longer redden a slip of fir-wood moistened with 
hydrochloric acid, showing that all the pyrrole has been driven off. 
Ihe liijuid is then filtered through linen to separate tarry' matters, an 
excess of sodium hydroxide added, and the whole distilled with steam 
as long as bases continue to pass over, as indicated by the production 
of fumes by contact of the vapours with hydrocliloric acid. The dis- 
tillate is allowed to cool, and is then treated gradually with a large 
quantity of solid potassium or sodium hydroxide, till the pyridine 
bases separate as an oily layer on the surface of the alkaline liquid. ^ 
The upper stratum is separated, and, if it contains aniline, fuming 
nitric acid is cautiously added and the mixture gradually heated to 
boiling, whereby the aniline is destroyed, while the pyridine bases 
remain intact.'* Water is then added, the precipitate filtered off, and 

* nicthiodides (PyMel) stronRly excite the brain and paralyse the extremities 

* The alkali can be greatly economised, with a loss of sf^me of the higher homologues, by 
rendering the distillate acid with hydrochlonc acid, and concentrating it to a small bulk by 
evaporation at a pcntle heat before adding potassium hydroxide 

* Grevillo Williams destroys aniline and its homologues by heating with potassium 
nitrite and hydrochlonc acid. H&uscrmann converts the aniline into sulphate, which salt 
is much less soluble than the sulphates of the other bases. 
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the filtrate again treated with solid potassium hydroxide. The finer 
of bases is removed, and further treated witli solid potassium or sodium 
hydroxide for several days, or until no more alkali dissolves. It is 
only by prolonged contact with solid caustic alkali that tlie ba.scs can 
be freed from water, and it is absolutely necessary to ol)tain them in a 
perfectly anhydrous state before attempting to .separate them by 
fractional distillation. This is a very' tedious operation, but is greatly 
facilitated by operating in a vacuum, and by the employment of a 
llcmpel’s tube or Ilenninger’s or (llynsky’s bulbs. Goldschmidt and 
Constam {Bcr,, 1884, 16, 2976) found that the mixture of bases 
extracted by vitriol from coal tar boiled between 92® and 200^, and 
after repeated fractionation a little ])assed over below 100°, and about 
one-half between 114° and 117° (pyridine), while above this tempera- 
ture no constant b. p. was observed. Very' little distilled above lOo.^' 
The most volatile fraction boiled constantly at 92-94°, treatment 
of which, with solid })otassium hydroxide, caused a separation of 
absolute pyridine, boiling at 114-115.° 

C. Hausermann has pointed out that the amount of sulphuric acid 
employed m English tarw\orks for treating 50 and 90^0 benzols is 
insufiicient to remove the bases, lie found u]) to o. pyridine in 

commercial 50^ [, benzene, and 0.25' , in the toluene made from this. 
Hence the nearly pure benzene, toluene, xydene, etc., now largely 
manufactured, can be employed \\ith a<l\antage for the preparation 
of the pyridine bases, as the tedious fractionation has already been 
accomplished. Thus the base extracted by diluted sulphuric acid 
from toluene will lie nearly pure pyridine; from xylene, chiefly picoline; 
and from burning and solvent naphtha, the higher homologue.s. 
English-made toluene yields about o 5^ of pyridine, and a similar 
amount of picoline can be extracted from commercial xylene. Pyridine 
is more commonly made from crude heavy naphtha, and picoline from 
the lighter creosote oils. 


Pyridine. 

^CTI.CII 

or CH'( ):N. 

C;H:CH 

This substance is thg lowest and most important member of the 
pyridine series of bases. It has been used as an anti.septic and germi- 
cide, and is employed in Germany for “ denaturing ” alcohol. Pyridine 



IJ2 XAPirniVL.\MI\LS, PYRIDIXK, QUINOLINE, ACRIDINE BASES. 

is the startliif' point in the preparation of several valuable antipyretics, 
and many of the natural alkaloids are derivatives of it. 

The method of j>rcparing pyridine from tars has already been 
sufficiently indicated. It may Ije obtained by several interesting 
synthetical reactions, as by passing a mixture of acetylene and hydro- 
cyanic acid through a red-hot tube: 2C2ll2 HCIIN = C5 HbN. Pure 
pyridine is conveniently obtained in small quantity by distilling nico- 
tinic acid with lime: CsII^N.C'OOII-l- CaO^CjHBN-j- CaCOg. 

Commercial pyridine may be purified by dissolving 200 c.c. in 
400 c.c. (or a sufficiency) of strong hydrochloric acid, filtering the 
liquid if necessary, and then adding 1,000 c.c. of a 30% aqueous 
•solution of potassium ferrocyanide. The precipitate is filtered off 
and washed with cold water, in which the hydrofcrrocyanides of 
ammonia and the picolines are easily soluble, while the corresponding 
salt of pyridine dissolves but sparingly. The washed precipitate is 
treated with a cold, highly concentrated solution of sodium hydroxide, 
when the pyridine sejiarates as an oily layer; and, thus obtained, it 
contains a considerable but variable proportion of water, but if dc.sired 
may be rendered anhydrous by treatment with sticks of potassium or 
sodium hydroxide, which should be renewed until they cease to liiiucfy 
on standing. 

The following method of purification has been recommended by 
Ladenberg (Annalen^ 1888, 247 , 4); a solution of 135 grm. of mer- 
curic diloride in 1000 c.c. of hot water is adiled to a solution of 20 
grm. of pyridine in 100 grm. of a solution of hydrochloric acid and 
the precipitated mcnuridiloruicy CrJlBN,lI('l,2lIgCb, cry>tallised 
from water; it forms compact needles, m. p. 177-178'^; the pure double 
salt is tlien distilled with a strong solution of sodium hydroxide and 
tlie base thus obtained dehydrated in tlie manner just ilescribed. 

Pure pyridine is a colourless litjuiil, b. p. 115 5*^ / 760 mm., 

■1 

0.9893, possessing a most powerful and persistent odour, and produc- 
ing a bitter taste in the mouth and at the back of the throat. The 
vapour causes severe headache. The b, p. of pyridine is greatly 
reduced by the presence of water, which it Is difficult to separate 
completely, and which pyridine absorbs with avidity from the air. A 
mixture of water and pyridine having the composition represented by 
the formula C5H5N,3H30, has a sp. gr. 1.02 19 and boils constantly at 
92 “ 93 ° 
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Pyridine dissolves in water in all proportions, but is precipitated 
from its solutions by excess of strong potassium or sodium hydroxide. 

It is also miscible with alcohol, ether, chloroform, benzene, and Uie 
fatty oils. Pyridine, as compared with its derivatives, is not an active 
poison; in small doses it has a stimulating clTect, while in large doses 
it has a direct paralysing action on Uie cardiac musole. 

Pyridine is a powerful base, neutralising acids completely and 
fuming like ammonia in presence of hydrochloric acid and other 
volatile acids. It blackens calomel, and precipitates mai\y metallic 
solutions. Pyridine has no effect on a solution of calcium chloride, • 
but on passing carbon dioxide through the liquid calcium carbonate 
is precipitated. (No precipitate is produced if aniline be substituted 
for pyridine in tliis reaction ) Absolute pyridine has no action on 
litmus, but in presence of water it turns it strongly blue, though the 
reaction is not capable of being employed for titrating the base, for 
which purpose methyl-orange is suitable. On phenolphthalein 
pyridine ha» no action. 

Pyridine is an extremely stable substance. It is not affected by 
treatment with chromic or fuming nitric acid, an<l these reagents may 
be employed to free it from aniline and ernpyreumatic impurities. 

A substitution product of pyridine, y ydibromopyridiney ('JI^NBr^, 
is formed by heating a mixture of pyridine hydrochloride and bromine 
at 200"^. It is f)rccipitated by adding water to its solution in strong 
hydrochloric acid in needles m. p, 109- iio^ but commencing to 
sublime at 100°. It is soluble in ether and is not acted on by alkalies, 
acids or oxidising agents. 

By reduction with tin and hydrochloric acid, pyridine is converted 
into piperidine, ('‘.^HijN, identical witli the sub.stance obtained by 
hydrolysis of piperine, the alkaloid of pepper. 

WTien pyridine is acted on by sodium at 75 80°, it yields ^'-dipy- 
ridyl, dipyridine, f5(?-nicotine, etc. 

C^H.N 

y.^'-{Y)-Dipyridyl^*\ |, crystallises from light petroleum in 
C,H,N 

glistening plates, m. p. 111-112°, b. p. 293° /744 mm., and from water 
in needles containing 21^30, m. p. 73°; it sublimes in long needles and 
has a bitter taste. A solution of the hydrochloride^ 2HCI, 

which forms large, monoclinic, transparent rods, when treated with a 
few drops of a soli^ion of potassium ferrocyanide yields a pale pre- 
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cipitatc which quickly becomes dirty indigo-bluc and then dissolves in 
boiling water to a deep purple-red solution. 

Dipyridine, is an almost odourless, highly refractive, 

viscid oil, b. p. 286-290*^ /735 mm. (decomp.), the salts of which are 
amorphous 

iso-Nit oline, forms slender needles, m. p. 78°, b, p. 

above 260° (decomp.); it is very hygroscopic and attacks the skin in 
the same way as potassium hydro.xide. When oxidised with potassium 
permanganate it yields pyridine-4-carboxylic acid. 

Salts of Pyridine. 

Pyridine forms well-defined salts, most of which are crystallisable 
and delicpiescent. I'hey are odourless when pure, and can be dried 
without change at ioo'\ but become slightly coloured on exposure to 
air and light. 

Pyridine nitrate, C.ir5N,UNO,, forms slender, colourk^ss needles, 
or short thick prisms, very easily soluble in water, l)ut less so in alcohol, 
and insoluble in ether. 

Pyridine sulphate, ((\r,Il5N)2,Il2^0^, is cr)’stalline, and extremely 
soluble in water and alcohol. 

Pyridine Ilydrodiloride, ('j^I 4 N,II('l — WTien pyridine is neutralised 
with hydrochloric acid, and tlie solution evaporated at 100°, a syrupy 
liquid is obtained, which, 011 cooling, becomes gradually converted 
into a mass of radiating cry'stals. The salt deliquesces in moist air, 
and sublimes unchanged at a high temperature. It is volatile to a 
very notable extent at 100°, and hence cannot be dried at that tempera- 
ture without loss. It is readily soluble in water and alcohol, but insolu- 
ble in ether. 

With platinic chloride, a solution of pyridine hydrochloride yields a 
yellow precipitate of the platinicfiloride, C'5H.,N,H2PtClB, whicJi crys- 
tallises in orange-yellow, triclinic prisms, m. p. 240-242®, and decom- 
poses a few degrees al)ove this temperature; i^ is readily soluble in 
boiling water, less so in alcohol and insoluble in ether. An aqueous 
solution of the platinichloride, when boiled for a short time, yields the 
salt (r5ll5N),,H2PtriQ,(QH5N)2PtCl4, cry'stallising in golden- 
yellow leaflets, but if the boiling be prolonged for several hours, the 
Pyridine platinochloride, (C5H5N)2PtCl^, separates as a yellow powder, 
insoluble in water and acids. The platinichloridf, when heated with 
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an excess of pyridine, yields the platuiosochloride (C\Hj.N)jPlCL, 
which cr>'stallises from alcohol in small needles. 

Pyridine picrate, C5H5N,CaH2(N02)30Ii, is deposited in beautiful 
yellow needles when picric acid in aqueous solution is added to a 
solution of an equivalent weight of pyridine. The salt has a remark- 
able tendency to carry picric acid down with it, so that if twice the 
equivalent proportion of picric acid be employed, tlie product has tlie 
percentage composition of an acid salt, Py,2Pc; but its real nature is 
indicated by its behaviour with ether, which dissolves out tiic free 
picric acid, leaving the normal picrate. Pyridine picrate may also be 
prepared by mixing strong solutions of sodium picrate and pyridine 
hydrochloride. The salt melts at 162°, and is soluble in 91 parts of 
cold water, but in less than 6 parts of boiling water. It is readily 
soluble in hot alcohol, but requires about 100 parts of the cold solvent, 
and is deposited on cooling in long, slender, interlaced needles of a 
beautiful yellow colour. It is only very slightly soluble in ether, cliloro- 
form, or ben^nc, and practically insoluble in petroleum spirit, but it 
dissolves witli great facility in pyridine and cresylic acid. It is readily 
soluble on warming in ether, benzene, or petroleum spirit containing 
10^,^, of crcsylic acid, and is freely soluble in aqueous solution of pyri- 
dine and sodium cresylate (A. H. Allen). 

Pyridine picrate has an intensely bitter taste and nauseous pyridic 
after-taste. A moderate dose, for example 0.2 grm., produces violent 
vomiting. It is a valuable insecticide. 

Pyridine is remarkable for its tendency to form compounds with 
metallic salts. These substances are more or less liable to decompo- 
sition by washing or boiling with water, and lose pyridine when heated 
to 100° or a somewhat higher temperature. 

The zinc chloride compound, 2C5H5N,ZnCl2, separates as a volu- 
minous white precipitate on treating an aqueous solution of zinc 
chloride with excess of pyridine; it crystallises from hot alcohol with 
2H2O in stout rods, sinters at 200°, and is converted by prolonged 
treatment with w^ater into pyridine and a basic zinc chloride. The 
zinc chloride compound dissolves in hydrochloric acid to form a double 
chloride of zinc and pyridine, 2(C\Il5N.HCl),ZnCl2, which forms 
groups of white lustrous meedles soluble in water, almost insoluble in 
cold alcohol. The cupric chloride compound, 2C5H5N,CuCl2, is pre- 
cipitated in fine greenish-blue, glistening, silky needles on adding 
pyridine to an alcoholic solution of cupric chloride; it is soluble in 
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pyridine, in aqueous solutions of pyridine and in ammonia. With 
mercuric chloride, a very dilute aqueous solution of pyridine (1-1,000) 
yields a precipitate which dissolves wdth extreme readiness in warm 
water, and separates out, as the solution cools, in long white needles. 
With mercuric iodide pyridine forms a compound, 2C5H.;N,Hgl2, 
which crystallises from alcohol in beautiful white needles, m. p. 97°. 

From acid solutions of pyridine, phosphotungstic acid throws down 
a very diflicultly soluble precipitate. 

Detection and Estimation of Pyridine. 

The recognition and estimation of pyridine are to a great extent 
based on the properties already described. In the free state, the smell 
and basic character of pyridine amply suOicc for its recognition in the 
absence of other basic substances of powerful odour, and it is readily 
liberated from its salts by addition of sodium hydroxide, and obtained 
free from every interfering substance by distilling its aqupous solution. 
It may also be extracted from its aqueous solution by agitation with 
ether, provided that the liquid be saturated with sodium hydroxide. 

From anilinCf pyridine is distinguished by not giving any coloured 
product on adding a solution of bleaching powder, though tlic liquid 
acquires a new and peculiar odour. Means for distinguishing between 
pyridine and piperidine are given on page 142. 

The presence of pyridine in aqueous solutions containing more than 
1% may be detected according to E. Vongerichteii {Ber.y 1899, 32» 
2571) as follows: An alcoholic solution of i-chloro-2:4-dinitrobenzene 
is added to a portion of the liquid under investigation and the mixture 
gently warmed and shaken; after cooling, the addition of sodium 
hydroxide solution produces a reddish-violet colouration if pyridine 
is present. 

The following method for the detection of pyridine in “denatured” 
alcohol has been described (Cheni, hid., 1900, 23, 25). Sulphuric 
acid is added to the sample of spirit, which is ;lien evaporated to dry- 
ness, tfie residue neutralised wdth sodium hydroxide solution, distilled 
and the distillate treated with a solution of potassium mercuric iodide; 
if pyridine is present, a yellow crystalline precipitate is obtained which, 
when treated with potassium hydroxide, gives the characteristic odour 
of pyridine. According to W. Lang, the traces of pyridine sometimes 
contained in commercial alcohol may be detected and removed by 
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shaking the spirit with powdered zinc chloride; or, according lo W. 
Kirschmann, by the addition of an acid solution of aluminium sulphate. 
In the former case, the pyridine is removed in the form of its zinc 
chloride compound, and in the latter case pyridine alum is formed. 
.(See Vol. I. page 102.) 

The traces of pyridine sometimes present in fusel oil may be detected 
by adding picric acid, which occasions a formation of pyriiline picrate. 

The presence of ammonia in pyridine can be recognized (in the 
absence of fixed alkalies) by the red colouration produced in the aque- 
ous solution by phenolphthale'm, on which pure pyridine has i\o action. 
If the indicator be used in considerable quantity, and a low temperature 
employed (as recommended by J. 11 . hong, Analyst, 1891, 15, 53), the 
ammonia can be approximately determined by titrating the aqueous 
solution with standard acid. 

For the detection of traces of pyridine in commercial ammonia, 
II. Ost recommends that the sample should be nearly neutralised, 
when the cyJour of pyridine may be recognised. By distilling the 
nearly neutralised liquid, collecting the distillate in hydrochloric acid, 
evaporating, and extracting the residue with absolute alcohol, a solu- 
tion is obtained containing but little ammonium chloride. What is 
present is removed by boiling off tlie alcohol and adding platinic 
chloride solution, when, on evaporating the filtrate and adding alcohol, 
the pyridine platinichloride crystallises in smooth, ramifying, orange- 
red prisms, readily soluble in boiling, but very .sparingly in cold, water. 


Estimation. 

A gravimetric method for the estimation of pyridine in aqueous 
solutions has been described by M. Francois {Compt. Rend., 1903, I 37 » 
324; J. Pharm, Chim., 1903, 18, 337). The solution, containing not 
less than o.i grm. of pyridine, is treated with 20-30 drops of hydro- 
chloric acid and an excess of auric chloride, in a small beaker; a pre- 
cipitate is formed anci the solution turns deep yellow. The liquid is 
evaporated to dryness on a water-bath and when all th'e hydrogen 
chloride is driven off, the beaker is placed in a desiccator for a short 
time. The dried residue is treated with pure dry ether, transferred to 
a filter and washed wdth ether until the filtrate runs away colourless, 
and finally transferred to a weighed crucible; any precipitate adhering 
to the sides of the beaker is dissolved in a little water and the solution 
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added to the weighed crucible; the water is carefully evaporated on a 
water-bath and the filter is then incinerated and tlie ash added to the 
pyridine aurichloride. The substance is ignited and the residual gold 
weighed; ig6.6 parts of gold correspond to 79 parts of pyridine. 
Results arc quoted in tlie original which show that the method is 
accurate. 

In the absence of ammonia or other bases, free pyridine may be 
estimated by titration with standard acid and methyl orange (not 
litmus). K. K. Schulze {Bcr., 1887, 20, 3391) recommends the fol- 
lowing method, based on the use of ferric chloride as an indicator: 
Normal sulphuric acid is added slowly and with constant agitation to 
20 c.c. of an approximately s*'/o solution of pyridine to which has been 
added previously 1 c.c. of a 5% aqueous solution of ferric chloride, 
till the preci[)itated ferric hydroxide is redis.solved , toward the end of 
the action it is advisable to add the acid at tlie rate of i drop per 
minute, i c.c. of normal acid corresponds to 0.079 of pyridine. 

A volumetric method based on the absorption of bromine has been 
devised by A. Rabat {Kcitscli, anal. Chcni.y 1907, 46, 60). The condi- 
tions described must be strictly observed, since the (juantity of bromine 
absorbed depemls on the volume of tlie solution. An N / 20 solution 
of bromine in water is added from a burette to 10 c.c. of the solution 
of pyridine (containing of pyridine) until an opalescence is 

produced which persists during 10 secs.; if u^- no. of c.c. of bromine- 

10 // 

water, then 100 c.c. of tlie solution contains —o 50 grm. of pyridine. 

36 

If more solution be employed for the titration, then for 


ion 


lOU 


20 c.c. = 

—0.40 

^0 c.c. .V — 

-0 39 

80 

1 16 

lOW 


I 0 « 


40 c.c. .r = 

-0.44 

50 c.c. = 

-0.415 

150 


200 



Two methods for the estimation of pyridine in aqueous ammonia 
have been described. The first, devised by Pennock and Morton 
(y. Amvr. Chcm.Sof., 1902, 24, 385) is performed as follows: 100 c.c. 
of the sample are neutralised with sulphuric acid (1:5), usmg methyl- 
orange as an indicator, care being taken to keep the temperature below 
20°. The liquid is then distilled into a flask containing 30 c.c. of water 
until the total volume equals 100 c.c.; the distillate, which contains all 
the pyridine and a small quantity of ammonia, is cooled to 10°, phenolph- 
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thalem added and then a solution of mercuric chloride from a burette 
until the colour is discharged ; 4 more drops of the mercuric chloride 
solution are run in, whereby all the ammonia is carried down in the 
precipitate of NHjHgCl; the latter is liltered off and the filtrate titrated 
with N/10 acid and methyl-orange; i c.c.l £0.0079 grm. of pyridine. ^ 

The second method, recommended by Milliauer and Stanck {Zcitsch. 
anal. Chem., 1904, 43, 215) is as follows: 100-200 c.c. of the sample 
are diluted witli an equal volume of water and then added to dilute 
sulphuric acid containing a few drops of a solution of Patent Blue 
V. N. as indicator. The strongly acid liquid is evaporated nearly to 
dryness and mechanically shaken with a suflicient quantity of freshly 
prepared sodium hydrogen carbonate solution and an equal volume 
of ether for 10-15 minutes. The ethereal extract is withdrawn and 
the aqueous portion again treated with ether. The united ethereal 
extracts are filtered and thoroughly shaken with an excess of N ! \o 
HjSO^ after the addition of a few drops of Patent Blue. Sodium 
chloride is theai added in excess and the Ihjuid titrated back with iV/ 10 
NaOH solution. Under these conditions the end-point with the indi- 
cator is quite sharp. It is adiisable to make a third extraction with 
ether and to titrate the extract as described above to ensure that no 
pyridine remains in the aqueous layer. 

Pyridine bases in ammonium salts are estimated by treating a neutral 
solution of about 100 grm. of the salt in 30 c.c. of water witii sodium 
hydrogen carbonate and ether as in the case of the ammonia solutions. 
If only very slight traces of pyridine are present, a larger quantity of 
the salt is extracted with hot alcohol, the alcoholic extract acidified 
and distilled, and the residue treated as just described. 

Results of experiments arc recorded which show that the method is 
reliable. 

Commercial Pyridine. — Pyridine is employed in Germany, in 
conjunction with wood spirit and turpentine, for “denaturing” spirit. 
An article intended to be used for this purpose is required to answer 
to the following official tests. 

(1) The colour must not be deeper than straw-yellow. (2) If 10 
c.c. of a solution of i c.c. of the sample in 100 c.c. of water be shaken 
vigorously with 5 c.c. of* a 5% solution of anhydrous, fused cadmium 
chloride, a distinct crystalline deposit should appear within 10 minutes. 
(3) 10 c.c. of the same solution of pyridine should give a white precipi- 
tate with 5 c.c. of Nessler’ft reagent. (4) When 100 c.c. of the sample 
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arc distilled (in a small metal flask provided at the top with a small 
globe, which is connected with a Liebig’s condenser, a thermometer 
being fitted to the globe, and a moderate heat applied) so that the 
distillate passes over in separate drops, 90% should have distilled 
over when the thermometer stands at 140° the barometric pressure 
being 760 mm. (5) When the sample is mixed with twice its 
volume of water it must wholly dissolve, and no oily drops must 
separate even after long standing. (6) Four drops of the sample 
heated on platinum foil over a Bunsen flame should burn with 
a sooty flame and leave no residue. (7) Wflien 20 c.c. of the 
sample arc shaken with an equal volume of a solution of sodium 
hydroxide of sp. gr. 1.4, a layer of anhydrous base, measuring at least 
18.5 C.C., should separate out on standing. 

The last test is now usually replaced by one prescribing the use of 
solid potassium hydroxide. 50 c.c. of the sample is placed in a grad- 
uated cylinder, furnished with a .stopper, and a long stick of potassium 
hydroxide immersed in it. The alkali gradually absorbs the water from 
the pyridine, and forms a lower layer of saturated solution. A second 
stick is added as soon as the first has sunk much Ijelow the surface of 
tile pyridine, ami is followed by a tliird if the second liquefies completely 
or considerably. Agitation should be avoided, and care must be 
taken that the last stick is left in contact with the upper layer of bases 
until the action is at an end. It is tlien cautiously removed with a 
bent wire, or broken down by a gla.ss rod, and the volume of the layer 
of anhydrous bases carefully observed. By this test, commercial 
pyridine usually shows from 8 to of water ( = 92 to 90^, of 
anhydrous bases). 

Instead of estimating the water, K. F.. Schulze recommends titra- 
tion of the bases with standard acid {lor. c//.). 

The following test is also employed: jV-sulphuric acid solution is 
added to a solution of i c.c. of the sample in 10 c.c. of water until a 
drop placed on ('ongo Red paper produces a distinct blue boundary 
which disappears almost immediately. Not less than 10 c.c. of the 
acid solution should be used to bring about this result. To prepare 
the Congo Red paper, filter paper is saturated with a solution of i grm. 
of Congo Red in i.ooo c.c. of water and then dried. 

Commercial pyridine, as now produced, consists chiefly of pyridine 
and picoline. Ammonia is apt to be present in notable quantity, as 
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also pyrrole and other strong smelling impurities.^ A considerable 
but variable proportion of water is present. 

Pyridine intended for pharmaceutical or medicinal use should not 
be altered by light; a 10% solution in water should not be reddened by 
phenolphthalein (presence of ammonia); and 5 c.c., to which 2 drops 
of N ! 10 permanganate have been added, should retain a red colour for 
at least an hour. 


Piperidine. 


The relationship of pyridine to piperidine and piperazine'^ is showm 
by the following formuUe: 


Clf N 

Pyruiine 


CH, 


/ 




CH2.CII, 

CIT.CH,' 

i'lpondint' 


Nil Nil 


/ 


/ 


CIL.CII, 

Fiporazint*. 


/ 


Nil. 


It is prepared by the reduction of pyridine with sodium and alcohol 
or by the eleeWolysis of a solution of this base in dilute sulphuric acid. 
It is also obtained by rapidly heating pcntamethylenediamine: 


C,H,o(Nig2,HCl=C,n,,N + NH,Cl. 


Piperidine is likewise produced by the hydrolysis of piperine, the 
alkaloid of pepper, which when boiled with alkalis, yields piperic 
acid and piperidine, + 

According to W. Johnstone {Analyst, 1890, 14, 41) a small quantity 
of .piperidine is obtained when pepper is distilled w ith w'ater alone, 
probably owing to partial decomposition of the piperine by water or an 
enzyme. 

Piperidine is a colourless, limpid liquid, b. p, 106®, 0.8619, 

having a peculiar odour, resembling at the same time that of ammonia 
and pepper, and possessing a very caustic taste. It dissolves in all 
proportions of alcohol and water, the addition of water to piperidine 
being accompanied by the evolution of heat. 

Piperidine is a powyful base. Its aqueous solution restores the 

* The pyridine produced at certain works becomes turbid when diluted with more than 
40% of water, whereas the best makes are mi!.cible with water m all proportions. On dis.- 
tilling the former brands the disturbing impurity is Iclt in the "tailings ” 

* P\peTa»\nt is a strong base which absorbs carbon dioxide from the air and forms large, 
rhombic leaflets, m. p. 104®, b,*p. i 4S“T46'’ Piperazine has neither caustic nor toxic 
properties, and passes through the system unchanged, but dissolves uric acid in large 
amount, forming the neutral urate, C4HioN7,C6H4N«0» Ptp*ra»in 4 phosph(^ forms four- 
sided tabular crystals, which character, and those of the bismutho-iodide, distinguish pipera- 
sine from spermine. C«H|Nt, which otherwise it closely resembles. 
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blue colour of nvldcncd litmus paper, and behaves like ammonia with 
metallic solutions, except that the precipitates produced with salts of 
zinc and copper are not soluble in excess. Idperidinc absorbs carbon 
dioxide from the air, and if the L'as be passed into a solution of calcium 
chloride, to which pi])eridine has been added, calcium' carbonate is 
precipitated. 

Jh’peridine forms readily crA'stallisable salts, most of w^hich arc solu- 
ble; the hydroihlorule, ( '.II t,N,]f(d, forms needles m. p. 237°; the 
aurichloride, C,,il , ,\,lL\uri^, crystallises from alcohol in four-sided 
leaflets, sinters at 215 \ rn. p. 218-229° (decomp.); the platinichloride^ 
(.’JI,jN,II .Ut( l,j, forms long, orange needles, m. p. 198-200° (de- 
comp.); it crystalli.ses from alcohol with il'd.OII in small, orange- 
yellow nee<lles, m p 191° (<lecomp ). 

Idperidine may be distinguished from pyridine by means of the 
following tests; 

^ 

RpriKent ' Pyridine 

I • 

Freshly prepared s<>lu- P.ile rose i«>luuration turning t(> ' Nuther colouration nor pre- 
tion of xalliL .u id , deep ytilou cipitate 


PyroKallol ! Yellow i olouration at once, grad- P.ile vell(;w colouration after 

I nallv elianging to brownish I sonu tune 
I bl.uk 

Catechol ' Violet colouration (h.mring to Xu colouration 

I pink nnd tinnlly to vell<>\\ 

Quinol Yellow coluur.ition ih.injnng to Xo colouration 

deep brown 


Piperidine is estimated by titration with standard acid, using either 
litmus or methyl orange as an indicator. 1 cc N j 10 acid ijo. 0085 
grm. piperidine. 


Homologues of Pyridine. 

The homologues of pyridine occur with that base in the products 
of the distillation of bones, coal, shale, etc. \ arious members of the 
class have been obtained synthetically. 

Picolines. Methylpyridines. CgHyN; or C5n^(CH3)N. 

Three isomeric modifications of picoline, exist, differing according 
to the orientation of the CH3 group in relation to the N. The picoline 
of coal tar is chiefly the ortho-modification (1:2), often called a-pjeolinp 
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mixed with some meta- or / 5 -pic- inc (1:3). Although the former 
boils at 129° and the latter at 143^^, they cannot be separated by frac- 
tional distillation, but may be isolated by taking advantage of the 
different solubilities of their platinichlorides {Ber., 1S79, 12, 2008). 
Lange {Ber., 1885, 18, 3436) maintains that ^v-picoline is preferably 
separated from bone-oil by means of its sparingly soluble merciiro- 
chloride. ;'-Picoline (1:4) is produced by the distillation of acrolein- 
ammonia, or by heating allyl tribromidc with ammonia, and by the 
action of pyridine on methyl iodide. Its presence has been recognised 
in coal tar. 

The picolines are metameric with aniline, C„lL,.NTf2, which, how- 
e\er, is a primar)^ amine, whereas the picolines have the characters 
of tertiary bases. In their odour, solubility, basic properties, and 
characters of their salts, the picolines closely resemble their lower 
homologue pyridine, but have a lower density and higher b. p. than the 
latter substance. 

a-Picoline, 2-methylpyridine, is an oil, b. p. 129^/760 mm., 
o 9497 ; the hurichloridc forms small prisms, m. p. about 183-184°, the 
platinichloride forms orange-red ciy'stals, m. p. 191° (decom}).); the 
picrate crystallises in needles, m. p. 169-171°. 

/ 5 -Picoline, 3-methylpyridine, is an oil, b. p. 143°, 0.9613; 

the aurichloride forms yellow needles, m. p. 182-184°; the purate 
crystallises from alcohol in glistening needles orleatlets, m. p. 1.19-1 50°. 

^-Picoline, 4-methylpyridine, is an oil, b. p. 143°, 1 )^ 0.9571; 

the aurichloride crystallises in lemon-yellow cr>'stals, sinters at about 
185°, m. p. 201-203° (decomp.), the picrate forms glistening needles, 
sinters at 155°, m. p. 163°. 

Dimethylpyridines. CyIIj,N, ^ 

The following dimethylpyridines have been isolated from coal-tar oil, 
shale oil, etc. , 

2 :4-Dimethylpyridine isanoiljb. p. 159-159.5°, 0.9380) soluble 
in 5 parts of cold water, less soluble in hot water; it is not turned red 
by hydrochloric acid or benzoyl chloride; the platinuhloruJe, (CyH^N,- 
HCOjPtCl^, forms orange-red prisms, m. p. 216° when slowly 
heated, 223° (dccomp.) when heated quickly; the aurichloride. 
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C7lI„N,HAuCl, hasm. p. 94°; the picrate forms slender, pale yellow 
needles, m. p. 179°. 

3 :4-Dimethylpyridine has b. p. 163.5-164.5°: the platinichloride 
{2H2O) forms {^listening crystals, m. p. 205° (decomp.) ; the auri- 
chloride, C^H^NMIC'i.aAuCla, forms slender, pale yellow needles, m. p. 
160-162®. 

2 : 6-Dimethylpyridine has b. p. 142.5°; the platinichloride forms 
orange-red crystals, m. p. 210° (decomp.); the aurichloride crystallises 
in pale yellow, matted needles, m. p. 79-81°; when dried at 80°, m. p. 
122-123°; the picrate forms slender, pale yellow needles, m. p. 161° 

2 :5-Dimethylpyridine has b. p. 154-155°; readily soluble in 
cold, less in warm, water; the platinichloride (2H2O) forms orange-red 
crystals, m. p. 192-19.^° (decomp.); the anhydrous salt has m. p. 238° 
(decomp.); the picrate crystallises in yellow needles, m. p. 156-157°. 

3 : 5-Dimethylpyridine has 1 ). p. 169-170°; the platinichloride 
crystallises in dark red needles or leatTets, m. p. 255-256° (dccomp.); 
the aurichloride forms yellow needles, m. p. 149°. 

Ethylpyridines. C\lIyX. 

2- Ethylpyridine occurs in coal-tar oil, it has b. p. 148.5° (corr.); the 
platinichloride forms orange-yellow plates, m. p. 165-167° (decomp.); 
the aurichloride forms glistening, yellow leaflets, m. p. 121°. 

3- Ethylpyridine is obtained, together witli the 4-isomeride, by 
heating brucine or cinchonine with potassium hydro.xide; it has b. p. 
162-165° and is soluble with difficulty in cold water; the platinichloride 
crystallises in glistening, yellowish-red plates, m. p. 196°; the auri- 
chloride forms dark yellow leallets, m. p. 130°; the picrate forms yellow 
needles, m. p. 128-130°. 

4- Ethylpyridine is an oil with an unpleasant odour, b. p. 164-166°; 
the platinichloride forms plates m. p. 213°, the aurichloride crystallises 
in prisms, m. p. 147-148°; the picrate has m. p. 168°. 

Collidines. » 

a-Collidine, 2-metliyl-4-etliylpyridine, is an oil, b. p. 178°, 
0.853, the salts of which are amorphous and gymmy ; the platinichloride 
separates as an oil; the addition of a solution of chromic acid gives a 
red oil. 
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^^-Collidinc, 4-methyl-3-etliylpyridine is an extremely poisonous 
oil, b. p. 195-196®; the platinichloride is an orangc-rcd crystalline 
powder; the picrate has m. p. 148-150®. 

^'-Collidine, 2:4: 6-trimethylpyridine, occurs in Scottish shale oil ; 
it is an oil, b. p. 171®, 0.917, which becomes brown when exposed 

to the air; the aurichloride forms \vholly needles, m. p. 112®; the picrate 
forms long, silky, yellow needles, m. p. 155-156®; tlie platinichloride 
forms orange-red crystals, m. p. 223-224® (decomp.). 

Pyridinecarboxylic Acids. 

Pyridine itself is an extremely stable substance, resisting the strongest 
oxidising agents; hut its homologues yield by oxidation a series of acids 
in which the alkyl groups are replaced by a corresponding number of 
carbo.xyl groups. The pyridinecarbox)lic acids derive Uieir chief 
interest from the light they throw on the relationship of the natural 
vegetable alkaloids to the pyridine bases. I'hrec i.someric pyridine- 
monocarboxylie acids, C5II4N.COOH, are obtainable, exactly cor- 
responding to the three isomeric modifications of picoline (methyl- 
pyridine). The same acids may also be obtained by the action of heat 
on the di- or tri-carboxylic acids, just as benzoic acid, C„ll5.C'0(.)lI, 
is t'btained by the action of heat (and lime) on plithalic acid, 
(CoOH) 3. One of tliem (nicotinic acid) is also obtained by the 
oxidation of nicotine. 

PyridinC-monocarboxylic acids, C;,H4N.COOn,‘ unite in them- 
selves the basic characters of pyridine with those of an acid. 
Thus they combine wdth hydrochloric acitl, and the resulting 
compound forms doulde salts with mercuric chloride, j)latinic 
chloride, etc.; while, on the other hand, they form a scries of well 
defined crystallisable salts. The following table exhibits their more 
important characters: 

'The bases from coaltar boiling between and mo® are boiled in an apparatus 

furnished with a reflux condenser with lo tunc'i llu'ir weight of potasMurn permanganate 
in a 1/3% aqueous solution, un%l the permanganate is reduced 'I he manganese oxide is 
then filtered off, and the clear liquid concentrated to a hmall bulk. It is then neutralised 
and treated with copper acetate. The precipitate is separateil, decomposed by hydrogen 
sulphide and the filtrate decolourised by animal charcoal On further concentration and 
cooling it dt*posits colourless needles of picoltnic acid The filtrate from the copper pre- 
cipitate is further evaporated, acidified with acetic acid, and treated at its b p 
with copper acetate. The resultiilg bluish-green precipitate is separated, boded rapidly 
with water, and decomposed by hyarogen sulphide. On evaporation, the filtrate deposits 
colourless crusts of «o-nicotinic acid. 

V9I. VI.— 10 
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or jiyndiiu 
2 ( urliuxyhc and 


Nicotinic or pyridine- tso Nicotinic or pyri- 
j-carbox>lic acid dinc-4-carboxylic acid 


Modo of formation Oxiijafion of «-pico 
line by jierniaiiKa 
n.ile 


Crystallinet harac ter Prismatic nndUs 

M. p ... , 1 IS sublimes m lus 

I trous necdUb 


Solubility. Easily soluble in cold 

[ or hot water .ind in 
j alcohol Nearly in 
j bohible in ctlur, 
chloroform, benrene, 


Oxidation of ^-pico- I Action of heat on pyri- 
linc by permanga- ' dine di- or tn-car- 
nate, or nuotine by f boxylic acid. Oxida- 
piTmanpanatc, chro- 1 tion of j^-picohne. 
mic acid or nitric J 
ac id ; 


Neeilles Needles 


Sulilimcs in small 
' plates without mclt- 

I ing, m p in sealed 

1 1 tube yos'^ (299°) 

I ' (^lo") (117°) 


Sparingly soluble in ! btianngly solulile in 
coUl. easily in warm j water, very siianngly 
water, sp.inngly in, in ether and benzene. 
c*ther or cliloroform j 


Reaction with neu- No change 
trnl lead acetate* . 


Reaction with am- 1 No change 
motuacal lead ace- 
tule j 

Reaction with Slowly de(«osits shin 
cupiic acetate 1 mg Umin.L' and 

needles of violet 
blue colour, and 

metallic lustre Sol 

ublc m hot w.iter 


Reaction with fer- ' i’ale reddish yellow 
rous sulphate i colouration 


Characters of hydro-' Large, lustrous, ortho- 
chlonde — j rhombic prisms 

CaHtOjN.HCl ( which become rapid - 

I Iv turbid on ex- 1 

' • jiosurc to air 


Aunchlonde ! M p 200'’ 


No change 


White crystalline pre- 
cipitate 


Pale bhu-gnen pro- Gh'cn crystalline pre- 
cipitate, insoluble in cipitate on warming, 
a large quantity of 
water. , 


No change No change 


Monoclinic pnsms, Large glistening, 
quite permanent in monoclinic prisms 
the air 


M p 207^ M p 219° 


On heating with lime, the above acids yield pyridine, just as benzoic 
acid yields benzene under similar conditions. The sodium salts of the 
a and f-i acids, when treated in solution w ith sodium amalgam, give of! 
ammonia, and yield the salt of an unsaturated acid of the fatty series, 
CeH,0,. 

Pyridinedicarboxylic Acids. C5H3N(/^OOH)2.— Of the six 
possible acids of this formula, all are known. They are produced by 
the oxidation of homologues of pyridine containing tw^o substituted 
hydrogen atoms, and also by the oxidation* of other substances. 

Quinolinic acid, pyridine-2 : 3-dicarboxylic acid, obtained by 
the oxidation of coal-tar quinoline with permanganate, crystallises in 



PYRIDINE BASES. 


M7 

glistening, short, monoclinic prisms; it sinters and turns brown at 
190-195°, sometimes also melting at this temperature, but becomes 
again solid and then has m. p. 231°; tlie copper salt, 

Cu,H 20, forms microscopic, ultramarine-blue needles. The acid 
gives a reddish-yellow colouration with ferrous sul])hate. 

Lutidinic acid, pyridine-2 : 4-dicarboxylic acid, prepared simi- 
larly from 2:4-dimethylpyridine, ciy'stallises in leatlets and plates, 
m. p. 239-240°; it is moderately soluble in cold, very soluble in hot 
water, insoluble in benzene and ether, and gives an intense blood -red 
colouration with ferrous sulphate; the copper salt, C7H30^NCu.3ll20, 
is obtained as an insoluble, pale bluish-green, crystalline precipitate; 
the precipitate from a boiling solution is anhydrous. 

iso-Cinchomeronic acid, pyridine-2 : 5-dicarboxylic acid, crys- 
tallises from hot water with iII^O in microscopic leatlets and from 
cold water with i 1/2ILO in crystals, m. p. 236"^; it gives a reddish- 
yellow colouration with ferrous sulphate; the copper salt, C^H^O^NCu,- 
HjO, is precipitated from hot solutions as a pale-blue, crystalline 
powder. • 

Dipicolinic acid, pyridine-2 :6-dicarboxylic acid, crystallises 
from cold water with i 1/ 211^0 in long, slender, silky needles, m. p. 
226° (decomp.); it gives a reddish-yellow colouration with ferrous 
Hilphate; the copper .salt, C\H30^NCu,2li20, forms dark blue pri.sms. 

Cinchomeronic acid, pyridine-3 : 4-dicarboxylic acid, is obtained 
by the oxidation of quinine, cinchonine, etc., by nitric acid and by the 
oxidation of we-quinoline with potassium j)ermanganatc; it crystallises 
in granules from water and in prisms from acidified solutions, m. p. 
258-259° (decomp.); the copper salt, C^Il^NCu, 3 1/2TI2O, is a dark 
blue, crystalline precipitate which loses 3112^^ 100°. 

Dinicotinic acid, pyridine-3 : 5-dicarboxylic acid, has m. p. 
323° (decomp.); it is almost insoluble in water. 

Pyridinetricarboxylic acids, C5H2N(C02H)„ are obtained by 
the oxidation of certain alkaloids. I'hus cinchonine, cinchonidine, 
quinine and quinidine, when oxidised by an alkaline solution of potas- 
sium permanganate, yield a-carbociticiwmeronic or pyridiner2:y.^- 
tricarboxylic acid, which crystallises with i 1/2H2O in transparent, 
rhombic plates, loses its water of crystallisation at 115-120° and then 
has m. p. 249-250° (decomp.), when heated rapidly; it yields cincho- 
meronic acid when heated at 170° and gives a pale-red colouration with 
ferrous sulphate. Berberine, when oxidised by nitric acid, yields 
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berberonic or pyridine- 2 :^:$-tricarboxylic acid, which crystallises with 
afljO in triclinic prisms, loses iHjO when exposed to the air, turns 
red at 215° and has m. p. 235°; it yields with ferrous sulphate a blood- 
red colouration and with lead acetate an insoluble precipitate. 

cn.cn 

pyrrole. | ^NII. 

This associate of the pyridine bases in coal tar and bone oil is widely 
distributed in nature, since chlorophyll, the green j)igment of plants, 
and haemoglobin, the pigment of blood, are derivativ'es of pyrrole. It 
is best prepared by shaking bone oil with dilute sulphuric acid and 
fractionating the insoluble portion. The portion, b. p. 98 150*^, is 
heated with potassium hydroxide solution so long as ammonia is 
evolved and tlien steam distilled; the portion of tlie distillate, b. p. 
115 -130®, is healed with an excess of solid potassium hydroxide until 
two layers form; it is then allowed to cool, the oil jKiured olT and Uie 
potassium pyrrole, C\H,NK, washed with etlier and decomposed by 
water; the liberated pyrrole is separated by steam distillation and 
fractionated. 

Pyrrole is a colourless liquid, b. p. 130-13 1®, iV* 0.96694, with a 

pungent taste, and odour resembling chloroform. It is but little 
soluble in water, and insoluble in alkalies, but dissolves in dilute acids 
alcohol, and etlier. It is indifferent to most reagents, but a^ipears to 
possess feebly-marked basic properties. The only detinitc salt is the 
puratc, wliich forms unstable red needles melting at 7 1°. 

Pyrrole turns brown in the air, and when warmed witli acid forms 
a red substance known as pyrrole red. A piece of pine- wood, moistened 
with hydrochloric acid and c.xposed to the vapour of p)rrole becomes 
faintly red, and after some time, carmine-red 

When 5 grm. of pyrrole are added to a solution of 10 grm. of isatin in 
5,500 c.c. of water and 50 grm. of sulphuric acid at 5®, an indigo-blue 
substance, pyrrole-hluc A, is obtained, which dissolves 

in concentrated sulphuric acid to a violet solution changing to bluish- 
black. A similar compound, />yrro/c-W«c i?, C^^HieOjN^, is obtained 
by adding a solution of 0.75 grm. of pyrrole m 10 c.c. of glacial acetic 
acid to a mixture of 100 c.c. of a 1% solution of isatin in glacial acetic 
acid and 40 c.c. of sulphuric acid cooled to 0°, and diluting the 
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mixture after 5 minutes with 10 c.c. of ice-water; the dried precipitate, 
after boiling 2 or 3 times with pyridine, is obtained as a glistening, 
blue powder resembling cantharidine; it dissolves in boiling glacial 
acetic acid to a blue solution and in concentrated sulphuric acid to a 
violet-red solution which changes to blue and on tlie addition of water 
deposits a disulphonic acid. 

Small quantities of pyrrole may be detected by boiling a short time 
with 2 c.c. of a solution of alloxan; if pyrrole is present, a violet-ldue 
colouration is produced which becomes red when the solution is cooled 
with cold water and on the addition of aqueous sodium hydroxide 
turns green changing rapidly to an intense blue. 

A 4^0 solution of formaldehyde containing a few drops of sulphuric 
acid, when treated with pyrrole in the cold, yields in a few minutes a 
white substance which decomposes without melting when heateil, is 
insoluble in all organic solvents and turns red when exposed to the 
air. 

If a solution of phenanthraquinonc in acetic acid be treated with 
pyrrole and a little dilute sulphuric acid, a brown precipitate is formed, 
which dissolves in chloroform with a beautiful violet-red colour. 
When an aqueous solution of benzoquinone is lreate<l with })yrrole 
and dilute sulphuric acid, a dark green precipitate is formed, insoluble 
in ether. These reactions indicate the close relationship 1)etweeii 
pyrrole and thiophen, which itself has the constitution of a thiofuran. 
Many of the reactions of pyrrole are also produced by carbazole, 
which is an imino-diphenyl. Indole has a constitution between 
pyrrole and carbazolc. 'rhus: 


CII:Cn^ 

1 

>NII 

CH;CH 

1 . 

>NH 

C.H, 

1 > 
c„ih 

CH:CIi 


cjiy 


Pyrrole 

rn:CH 

Indole. 

CH CH 

Carba/ole. 


1 / 

0 

1 > 

s 


CH.CH 


CHX'U 



FurJh 


Thiophen. 



Methylpyrroles. 

Two isomeric methylpyrroles exist in bone-oil. To isolate these, 
the fraction of bone oil, b. p. 140-150°, is converted into the potassium 
derivafive and this b heated at 200° in a current of carbon dioxide. 
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Two isomeric homopyrrolecarboxylic acids are formed. The a-acid 
forms leadets, m. p, 169.5° ^ soluble in water, 

while the /^acid forms crystalline crusts, m. p. 1424° a nearly 
in.solublc lead salt. On distilling the respective acids with lime the 
corresponding homopyrroles are regenerated. The a-compound, 
2-melhylpyrrole, is a licjuid, b. p. 147-148*7750 mm., while the iso- 
meride, ymelhylpyrrole, is a Ii(juid, b. p. 142-143°/ 742.7 mm. 

2 : S-Dimethylpyrrole also occurs in bone oil; it is a liquid, b. p. 
169°, with a sharp, unpleasant odour, gives a cherry-red colouration 
with a pine-shaving moisteneil with hydrodiloric acid, and a brownish- 
red colouration with ferric chloride. 

Tetraiodopyrrole, C,l^NH, has been introduced into medicine 
under the name of '‘iodoL” It is prepared \>y the action of a solu- 
tiqn of iodine in potassium iodide on a solution of pyrrole containing 
potassium hydroxide, and forms a tasteless, pale yellow, crystalline 
j)ow(ler, having a faint, thymol-like odour. lodol decompo.ses with- 
out melting at 140-150°, is soluble in 5,000 parts of water, moilerately 
soluble in light petroleum and dilute acids, readily .solubJe in ether and 
hot alcohol. lodol is not decomposed by boiling water, but is turned 
black by hydrochloric acid; an alcoholic solution does not give a pre- 
cipitate with mercuric chloride. 

An additive compound, C'J^Nir,( 7 JI,^ 0 , is formed by warming 
cineol (eucalyptol) with iodol; it forms yellowish-green crystals, m. p. 
112° (decomp.). 

lodol contains of iodine and po.ssesses antiseptic and local 
anesthetic properties analogous to those of iodoform, over which its 
slight odour and freedom from toxic properties give it the preference, 
lodol can be recognized by the green colour of its solution in sulphuric 
acid, changing to dirty violet and by the bright red colour produced 
when an alcoholic solution is warmed with nitric acid. 

A compound of iodol with egg albumin has been introduced recently 
into medicine for internal administration; it is an odourless, tasteless, 
pale yellow pow'der, insoluble in the ordinary solvents, and soluble 
only m dilute alkalies. * 


Quinoline and its AJlies. 

The interesting base which gives its name to the quinoline series 
bears the same relation to naphthalene that pyridine bears to benzene ; 
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that is, it is derived by the substitution of an atom of nitrogen for one of 
tlie CH groups of naphthalene: 

Benzene, Cglin j Pyridine, CJI^N 

Naphthalene, ! Quinoline, 

Just as two isomeric naphthols exist, so two isomeric quinolines are 
possible and have been obtained. Quinoline (I) is obtained with its 
homologues by distilling quinine, cinchonine and other alkaloids with 
lime or potassium hydroxide; it also exists, together with /vu-(juinolinc 
(II) in coal-tar. 


I \ 




II. 


V A. 

5 '' 


I 


Quinoline, Chinoline, Leucoline. CJIyN. 

• 

This base is generally prepared by Skraup’s method, which consists 
in shaking together aniline (76 pts.), glycerol (240 pts.), sulphuric acid 
(200 pts.), and nitrobenzene (48 pts.) or arsenic acid (114 pts.). 
When the aniline sulphate has dissolved, a reilux condenser is fitted 
to the flask, which is heated at 130° until action commences when the 
flame is removed. WTien the action is at an end (3 hours), tlie product 
is cautiously diluted with water, boiled to get rid of traces of nitro- 
benzene, then rendered alkaline and the quinoline and aniline distilled 
in a current of steam. The oil obtained is separated from the aqueous 
layer, dehydrated over potassium hydroxide, and fractionally distilled, 
whereby a separation of the bases is effected tolerably readily, aniline 
boiling at 184°, and quinoline at 23 A To purify the latter it is again 
fractionally distilled, and boiled with weak chromic acid mixture (to 
oxidise any aniline) ; or the quinoline is dissolved in six parts of water, 
and strong sulphuric acid added in the exact quantity necessary to 
combine with the base. • After cooling, the liquid is filtered, and the 
insoluble hydrogen sulphate wa.shed with alcohol till snow-white, and 
then decomposed by potassium hydroxide. 

If arsenic acid be used instead of nitrobenzene, after the steam 
distillation the distillate is treated with excess of hydrochloric acid and 
then with sodium nitrite, warmed, saturated with sodium hydroxide 
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and again steam distilled. The distillate is then extracted with ether. 
(Knuppel, D. R. P. 14976). 

Quinoline is a colourless, mobile liquid, m. p. — 19. 5*^, b. p. 237°/ 746 
mm. (Skraup), 240-2417750 mm. (Kretsky), 2387760 mm. (Kahl- 
baum), I) 1.1081, 1)'*° 1.0947, having a penetrating and peculia 

0 20 

taste and an after-ta^tc slightly rcscmlding peppermint oil. It has a 
faint aromatic odour, like that of Intter-almond oil. Quinoline evapo- 
rates completely, but slowly, at tlie ordinary temperature, so that the 
grease spot formed by it on ])aper is not permanent. It resinifies on 
exposure to air and when left standing over water forms a mixture 
having the composition C„1LN, i i/2ll,(), which becomes turbid at 
blood temperature. Quinoline containing traces of water boils at 
227-228'’. 

(Quinoline is very sparingly solul)lc in cold water, but more freely so 
in hot. It is miscible in all pro|)orlions with alcohol, ether, carbon 
disulphide, and fixed and volatile oils; and is also easily soluble in 
chloroform, amyl alcohol, benzene and light petroleurq. 

Quinoline has w’ell-marked basic charatlers, and forms an extensive 
scries of salts, most of which are ciy’stallisable and deliquescent. It 
precipitates ferric and aluminium solutions, and at a high temperature 
decomposes ammonium salts. 

Salts; the hydroihloridey ( 7 II.N,HC 1 , forms small aggregates of 
hygroscopic crystals, m. p. 93-94^; the phitinuhloride, C^H^N^H.PtCl^, 
cr>\stalliscs from hot dilute hydrochloric acid with 21130 in yellow 
needles, m. p. 225°, and from hot water with iIQO in smidl yellow 
needles, m. p. 218*’; the p'uratc forms bright yellow needles, m. p. 205°; 
the tartrate, 3C„1LN,4C forms large, flat, rhombic needles, 

m. p. 125° (decomp.), and is readily soluble in water and hot alcohol; 
it is used as an antipyretic and antiseptic, being specially useful in the 
case of intermittent fevers; tlic salicylate, is a greyish- 

white powder soluble in water, alcohol and ether; it is employed as an 
antiseptic and antineuralgic; tlie thiocyanate, C0H3N,HCNS,xH2O, 
is used for certain venereal diseases, but finals greater application in 
the form of the bismuth double salt, (C,H,N,HCNS)„Bi(SCN)„ 
under the name of “ernrin,” a reddish-yellow powder insoluble in 
alcohol, ether and w’ater; it is usually takendn the form of tablets con- 
taining 50% of starch. 

Quinoline forms additive compounds wuth many organic substances 
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Thus, an ethereal solution of the base and iodoform, when kept a few 
hours, deposits the additive product, 3CftH7N,Cni3, in the form of 
large needles, m. p. 65°, insoluble in water, acids and alkalies, soluble 
in benzene and light petroleum; it is used as an antiseptic and anti- 
pyretic. The additive product with iso-amy] iodide, CgH7N,CJI,jl, 
forms yellowish-green crystals, m.p. 184-185°; if the quinoline employed 
contains lepidine (as is the case with quinoline made from cinchonine) 
the additive product, when dissolved in aqueous potassium hydro.xidc, 
gives a beautiful, but not very permanent, blue colour owing to the 
formation of Quinoline-blue, 1/2H2O. The latter sub- 

stance crystallises in green needles with a metallic reflex, m. p. 100°, 
when heated (|uickly, and dissolves in alcohol to a beautiful blue solu- 
tion. Both quinaldine and lepidine give this reaction. 

Quinoline (2 mols ) heated with resorcinol (i mol ) at too° yields a 
substance which crystallises in silvery plates, m. p. 102°, and is readily 
soluble in alcohol, ether and chloroform, but insoluble in light petro- 
leum; it is used as an antiseptic and antipyretic. 

• 

Reaction of Quinoline and its Salts. 

Quinoline salts in afjueous solution are precipitated milky white by 
alkali hydroxides and ammonia, the prccij)ilate being somewhat soluble 
in excess. From the alkaline liquid, the quinoline can be readily 
extracted by ether, chloroform, or petroleum spirit. 

Iodised iodide of potassium gives a reddish-brown precipitate even 
in dilute solutions of quinoline salts (i in 25,000). rotassio-mercuric 
iodide only precipitates quinoline from tolerably strong solutions (i in 
3,000), the precipitate being yellowish- white and amorphous, but con- 
verted into delicate amber-yellow needles on addition of hydrochloric 
acid. This reaction is characteristic. Phosphomolybdic acid, in 
presence of nitric acid, produces a yellowish-white precipitate in 
quinoline solutions. 

Potassium fcrrocyanide colours solutions of quinoline salts greenish, 
and on addition of • hydrochloric acid a reddish-yellow amorphous 
precipitate is thrown down, if the liquid be not too dilute. 

Quinoline is precipitated by picric acid, but not by tannic acid or 
ferric chloride; and its ’salts, in the solid state, yield no colour reactions 
with nitric acid or strong sulphuric acid, either alone or in association 
with oxidising agents. 
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A solution of a quinoline salt, when treated witli a solution of potas- 
sium dichromate, yields a yellow, crystalline precipitate of the dUhro- 
mate^ C^H7N,Il2(.’r.j07, which ciystallises from water in glistening 
needles, m. p. 104 167"". 

(Quinoline possesses powerful antiseptic properties; q.2\\ of the 
tartrate is said to completely prevent tlie lactic fermentation of milk, 
the decomposition of urine and gelatin, and the development of bac- 
teria in cultivation Iluid. JOven in concentrated solution it does not 
coagulate albumin, and in the proportion t)f 1' ^ it com[)letely destroys 
the coagulability of die blood. On the other hand, (juinoline is 
remarkably inactive to yeast-cells, and does not affect alcoholic 
fermentation, even when present in considerable ([uantity. 

()uinoline has })een used in medicine as an antipyretic, the 
adult dose of the tartrate being from 7 to 12 gr. It is said by 
some not to produce any unpleasant afler-etlec ts, but by others 
to cause irritation of the stomach and collapse. It is not found in the 
urine of those who have taken it internally. 

An aqueous solution of cpiinoline is used as a gargle fop diphtheria 
and dysentery. 

Commercial quinoline is often very' impure and quite unfit for 
medicinal use. Kkin {Pliarm. Jour., 1882 [Hi], 12, 661) has de- 
scribed a specimen which had a deep brown colour and an odour like 
oil of bitter almonds. On treating it with hydrochloric acid a large 
proportion remained insoluble, and was evidently unconverted nitro- 
benzene, while the soluble part gave the reactions of aniline. 

Pure quinoline .sliould be colourless or only faintly yellow', and have 
the correct b. p. If mi.xed with 40^-50 times its own weight of w'ater, 
it should give a filtrate which is not coloured violet by a solution of 
bleaching powder. 

The salts of cpiinoline should be completely soluble in w’ater, and the 
free base in a slight e.xcess of hydrochloric acid. The neutral solu- 
tion should be free from bitter taste (which indicates the presence of 
impurity derived from cinchonine), and should not give a coloured 
precipitate with alkali hydroxides. 

Estimation of Quinoline. 

Quinoline can be titrated fairly accurately with standard acid, if 
methyl-orange be employed as an indicator. 
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Tetrahydroquinoline. CJl/ ; 

When quinoline is acted on by nascent hydrogen, it is first converted 
into dihydroqiiinoline^ CoHj,N, a solid substance, m. p. 161®, and sub- 
sequently into tetrahydroquinoline^ a liquid, b. p. 251°, the hydrochloride 
of which, C„H,iN,HCl, forms prisms, m. p. 180-181”, while tlie pla- 
tinkhloridc forms reddish-yclIow' crystals, m. p. 200”. Both these 
reduction-products yield nitrosamines, and can be alkylated, and hence 
arc secondary bases. Tetrahydroquinoline possesses stronger anti- 
pyretic characters than quinoline itself, and this property is exhibited 
still more strongly in certain of its deri\atives, several of which have 
received some application in medicine (sec below). 

Alkylquinolincs. 

A large number of the higher homologues of quinoline arc produced 
on distilling alkaloids with potassium hydroxide while many have been 
isolated from coal tar and shale oils. 

From the acid tar produced in the purification of shale oil, Robinson 
and (loodwin ( Trans. Roy. Soc. hhlin.^ 28, 561; 1880, 29, 265) 

obtained tlie following bases of the quinoline .series. 


Base 


ForimiU 

IL I). 




Ci.IInN 

290-2Q5 


Pentacc)linf 


('uHuN 

305-310 


llexacohne 


CmHuN 

32S-3^o 


Hoptacolirif 


< ..lliv.N' 

545-550 


f^ctacoliiie 



360 - 3 bs 



Quinaldine, 2-methylquinoline, ('j,Ii„McN, sometimes forms 25% 
of coal-tar quinoline; it is a colourless liquid with a faint quinoline- 
like odour, b. p. 244-245”/ 750 mm., the salts of which arc mostly solu- 
ble in water; the dicifromate, (C^(,HttN)2,H2Cr207, forms yellowish- 
red needles, soluble with difficulty in cold, readily soluble in hot, water. 
When heated with phthalic anhydride and zinc chloride, quinaldine 
gives rise to a beautifuryellow dye, quhwphthalone, CgH4(CO)2:CII.- 
NCj,H,, m. p. 235”. The sodium salt of the sulphonic acid of the 
lattef substance is the Quinoline Yellow of commerce. 
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Quinaldine has been used as an antipyretic and antiseptic, but has a 
much weaker effect than quinoline. 

Lepidine, 4-methylquinoline, is obtained together with quinoline 
when cinchonine is distilled with potassium hydroxide. It is a liquid 
with an odour like quinoline, b. p. 261- 263®, D 1.0862, and solidifies 
to a crystalline mass at o®. It is readily soluble in water and miscible 
with alcohol, benzene, ether, and light petroleum in all proportions. 
It closely resembles quinoline in its antipyretic and antiseptic 
properties. 

8-Hydroxyquinoline, On.C„H„N, is of importance since many 
antipyretics and antiseptics are derived from it (see below). It is 
obtjiined by fusing quinoline-8-sulphonic acid with sodium hydroxide, 
also by Skraup’s reaction from 2-aminophenol, 2-nitrophenol, glyc- 
erol and sulphuric acid. 

8 lIydroxy([uinoline crystallises in long, glistening prisms, having 
a saffron-like odour, m. j). 75 -76®, b. p. 266.6®(corr.)/752 mm.; it is 
volatile in steam, sublimes slowly at the ordinaiy' temperature, is 
soluble witli difficulty in etJier and cold w'ater, but readily soluble in 
alcohol, benzene, chloroform and dilute .sodium hydroxide. The 
solutions in acids and alkalies are yellow; tlic colourless alcoholic solu- 
tion becomes yellow on the addition of water. An aqueous solution 
gives witli ferric chloride an intense green colouration and with ferrous 
sulphate a red colouration followed by a black precipitate. 

An alcoholic solution of 8-hydroxy(iuinoline, when treated with 
copper acetate, yields a greenish-yellow’ crystalline precipitate of tlie 
copper (C„lI„ON),Cu. 'Fhe p'urate, r,lI;()N,(:„II,(N()2)30H, 
forms yellow prisms, m. p. 203 -204®; it is difficultly soluble in cold 
alcohol and almost insoluble in benzene. 

Carbostyril, 2-hydroxyquinoline, C„I{„(OH)N, is used in medi- 
cine and in large doses has a similar action to curare. It is obtained 
by tlie reduction of c?-nitrocinnamic acid and cry’stalliscs with iHoO 
from a hot 1% aqueous solution in long, feathery cr}\stals and from 
alcohol in large prisms, m. p. 199-200°. It dissolves in aqueous alkalies 
forming salts which are decomposed by carbon dioxide. 

Antipyretics and Antiseptics Derived from Quinoline. 

A considerable number of substances related to quinoline, and 
mostly allied to tetrahydroquinoline, have been introduced from 
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time to time as antiseptics, antipyretics and febrifuges. Some of these 
are very powerful in their action and appear likely to receive a perma- 
nent place in medicine; but they are not periodics, and cannot be sub- 
stituted for quinine in cases of ague or intermittent fevers. I'he follow- 
ing are some of the most important of the antipyretics and antiseptics 
derived from or related to quinoline. 

M-Kairoline is tlie hydrogen sulphate of i-methyltetrahydroquino- 
CH,.CH, 

line, | , obtained by acting on tetrahydroquinoline 

■ ^NMc.CH, 

with methyl iodide; tlie free base has b. p. 245°. 

A-Kairoline has a similar constitution but contains an ethyl 
instead of a methyl group. 

M-Kairine is the hydrochloride of 8-hyd roxy-i- methyl tet rah yd ro- 

CIU . CH, 

quinoline, | . The corresponding ethyl com- 

NMe.CJU 

pound i.s kndwn as A-Kairinc. On adding an alkali hydro.xide to the 
aqueous solution of a kairine, the penetrating characteristic odour and 
bitter taste of the free ba.se arc easily recognised, while the alkaline 
solution rapidly becomes coloured and dejmsits a brown humus-like 
sul).stance. When the aqueous or alcoholic solution of a kairine is 
treated with an oxidising agent, such as potassium dichrumatc and an 
acid, it gives a series of colours ranging from violet-blue to ]>urple, or 
sometimes greenish. Without the addition of an acid, the solution 
becomes dark purple, and on standing a \iolet [)re(:ipitate is formed, 
which dissolves in alcohol witli black colour. A droj) of ferric chloride, 
added to a dilute and neutral solution of kairine, instantly produces 
a violet colouration, rapidly changing to brown, with precipitation. An 
excess of ferric chloride added to a strong solution of kairine produces 
a nearly black precipitate. Sodium nitrite and dilute sulphuric acid 
produce an orange or red colour in kairine solutions. Potassium 
ferrocyanide gives a voluminous precipitate, and phosphotungslic 
acid a pale yellow precipitate. 

The kairines act as powerful antipyretics. Their use is almost 
obsolete, as their action is somewhat uncertain; and they are said to be 
liable to produce vomiting, cyanosis, and collapse. 

Thalline is the commercial name of another antipyretic having the 
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CIL.CH3 

constitution of 6-melhoxytetrahy(lroquinolinc, OMc.CjjHgN^ | . 

NH.CH, 

Thallinc is prepared by heating />-aminoanisole and />-nitroanisole 
with glycerol and sulphuric acid and reducing the product with nascent 
hydrogen. The free base crystallises in large, colourless prisms, 
m. p. 42*^, b. p. 283^, possesses a bitter, saline and pungent taste, and is 
sparingly soluble in water, but readily soluble in alcohol, benzene, 
choloroform or ether. 

Thalline sulphate, (C,„H,30N).,n.,S0^,2Ho0, is the most com- 
mon variety of (ommercial thalline. It ciy'stalllses from alcohol in 
long, colourless needles having an aromatic, bitter, saline taste and a 
faint odour re.sembling coumarin. It dissolves in 7 parts of cold water 
and 100 parts of 90',^ alcohol; the solutions give an acid indication and 
become brown on exposure to light. A very dilute acjueous solution 
of commercial thalline gives witli ferric chloride a yellow colouration, 
changing to emerald-grtTii (destroyed by reducing agent.s) and pass- 
ing in a few hours to deep red. 'I'lie reaction is extremel}^ delicate. A 
green colour is also produced by auric chloride, .silver nitrate, mer- 
curic nitrate, chlorine water, etc., and, in acid solution, also by a 
solution of bleaching powder and potassium ferricyanide. Strong 
sulphuric acid dissolves thalline sulphate without colouration, but on 
addition of nitric acid the liquid becomes deep red, and immediately 
afterw'ard yellow-red. Fuming nitric acid colours a dilute aqueous 
solution red. Sulphuric acid and sugar give a red colouration. Io- 
dine colours the .solution dark brown, then dingy green. Ammonia 
forms a white precipitate of the free base, readily taken up by ether 
on agitation. If not too dilute, solutions of thalline sulphate yield 
precipitates with the general reagents for alkaloids. 

If to an aqueous solution of ;'?-naphthaquinone a small quantity 
of the solution of a thalline salt be added, and then a drop or two of 
sodium hydroxide solution, a fine cheriy^-red colouration is produced, 
becoming more brilliant on adding nitric acid. The colouring matter 
is extrapted by ether or chloroform. * 

Thalline tartrate occurs in commerce as a faintly yellow crystalline 
powder. It dissolves in 10 parts of cold w’ater, and the solution gives 
the same reactions as the sulphate. In alcohol it is very sparingly 
soluble. The salt contains 52.2% of thalline. 

The salts of thalline become altered by exposure to light. 
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Thalline salts are powerfully antipyretic, and have been employed 
in yellow fever. They cause profuse perspiration, and are apt to 
produce depression, etc. Hence their internal use is practically 
obsolete. Thalline acts as a direct blood-poison, its antithermic 
properties being due to the destruction of die red corpuscles. It has 
found considerable application in the treatment of gonorrheea. The 
sulphate is official in the German Pharmaeopa ia of 1890. 

Exhibition of thalline causes a dark colouration of the urine. A 
derivative, which also gives a green colour with ferric chloride, liut 
differs from thalline in being extracted by agitating the acidified urine 
wdth light petroleum, should first be removed, and then die unaltered 
portion of the thalline can be isolated by rendering the urine alkaline 
with ammonia, and agitating with ether or benzene. Very small 
quantities of thalline can in this way be recognised in urine. 

An additive product of diallinc (or its sulphate) and iodine has been 
introduced for the treatment of carcinoma. 

Thermifugin, another antipyretic, is sodium hydroxy-i -methyl - 

• EJt CH 

tetrahydroquinolinecarboxylatc, r02Na.CoH2 (OH)/ ‘‘ I ^ It 

^NMe.C'Hj 

forms colourle.ss crystals whicli dissolve readily in water; die solu- 
tions become brown when kept. 

Analgen, 5-acctylamino-8-ethoxy(iuinolinc, 
CH.:C(NHAc).C.CH:CH 


(TI:C(OEt).-C-N:CH, 

forms colourless crystals, m. p. 155°; it is readily soluble in alcohol, 
sparingly soluble in water (7 in 1,000); an acidified aqueous solution is 
yellowish-red. 

The corresponding benzoyl compound, NHBz.C9H5(OEt)N, is 
known as benzanalgen, quinalgen and labordin; it is a white, tasteless, 
crystalline powder, m. p. 208°, readily soluble in very dilute acids; 
the solutions are coloured. 

The analgens find application in the treatment of lumbago, rheuma- 
tism and neuralgia. 

Loretin is the name given to 7-iodo-8-hydroxyquinoline-5-sulphonic 

CHiCfSOgH) 

add, I 

. CI=C(OH) 
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an odourless, tasteless, reddish-yellow, crystalline powder, which turns 
brown at 200° and liberates iodine at 260°. It is readily soluble in 
alcohol, ether and water and dissolves without decomposing in hot 
concentrated sulphuric acid. The sodium salt is compressed into 
tablets, which dissolve in 1 1 parts of hot water to a yellow solution, and 
is used in this form for making disinfecting baths. 

A 5~io% solution of lorctin in collodion is employed for coating 
wounds. 

A non-poisonous compound of lorctin with iodoform has been intro- 
duced for the treatment of wounds. 

A mixture of the sodium salt of loretin (10 pts.) with bismuth nitrate 
(4 pts.), occurring as an insoluble, yellow powder, finds application as 
an antiseptic and astringent. 

Griserin is a mixture of 20 % of sodium hydrogen carbonate and an 
iodohydroxyquinolinesulphonic acid; it dissolves in water, but is 
insoluble in alcohol, etlier and chloroform. It is emjdoyed as an anti- 
septic in the treatment of tuberculosis and otlier infectious diseases. 

Quinosol is tJie doulile suljihate of potassium and • 8-hydroxy- 
quinoline, (()IL(\,H„N)_,,TI ,S(),,K.^S(),. It is a crystalline, sulphur- 
yellow jiowder which dissolves readily in water. Ferric chloride gives 
an intense dark-green colouration. Quinosol is employed in gyne- 
cological operations. 

Argentol is the silver salt of a hydroxyquinolinesulphonic acid, 
OIl.CuH5N.SO.,.\g. It is employed in the form of an ointment with 
vaseline or lanoline for the treatment of ulcers, wounds and various 
skin diseases. 

Diaptherin is a compound formed by the union of 2 mols. of 
S -hydro.xyciuinoline with i mol. of e-phenolsulphonic acid, OII.- 
C<,Il4.S03H,2CjH^N.0II. It forms transparent, yellow crystals, 
m. p. 85°, is soluble with difficulty in absolute alcohol and moderately 
soluble in water. Ferric chloride produces a bluish-green colouration 
which becomes yellow on the addition of hydrochloric acid. Diap- 
thcrin is non-poisonous; it is used as an antiseptic and for the treatment 
of rheun]atism. 


Quinazolines. 


The quinazolines may be regarded as derivatives of quinoline 
formed by the replacement of the 3CH group by N. 
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A substituted dihydroquinazoline, namely 3-phenyl-3:4-dihydro- 
quinazoline, 

N = CH 
I 

CH^.NPh, 

has acquired some practical interest as the base of ^^orexin” a prepara- 
tion said to have valuable tonic, stomachic and appetising properties 
on which, however, some doubt has been thrown {Pharm, J., 1890 
[m], 20, 709, 825, 977; 21, 43). The usual dose of orexin is from 2 
to 10 gr. 

Orexin, which occurs as a hydrochloride having the composition 
Ci4Hj 3N2,HC1,2H20, is prepared by acting on the sodium deriva- 
tive of formanilide with <)-nitrobenzyl chloride, and reducing the 
o-nitro-bcnzylformanilide tlius obtained with tin and hydrochloric 
acid. 

Orexin (hydrochloride) crystallises with 2H2O in white needles, 
m. p. 80°. When kept in a desiccator for some time they become 
anhydrous, and then melt at 22 Orexin has a bitter taste, and 
somewhat intense, burning after-taste. The powder induces violent 
sneezing. Orexin dissolves readily in water (13 pts.) and alcohol, but 
not in ether. On adding an alkali to tlie aqueous solution the free base 
is separated as an oil which becomes crystalline when kept, or as a 
white flocculcnt precipitate readily soluble in ether and chloroform. 
A solution of orexin yields with mercuric chloride a white precipitate 
soluble in hot water, and redeposited in white needles on cooling. 
Potassium dichromate gives a yellow precipitate soluble on heating, 
and redeposited on cooling in golden-yellow needles. Bromine- water is 
decolourised with formation of a yellowish amorphous precipitate. 
Orexin reduces potassium permanganate in the cold. 

On heating oxerin in a test-tube with about twice its measure of 
zinc-dust, the strong characteristic odour of phenyl-isonitrile is pro- 
duced. On treating the residue with hydrochloric acid, and adding 
bleaching-powder solution to the filtered liquid, a blue colouration is 
obtained, owing to theq)revious formation of aniline. 

Orexin tannate has been introduced for administering to children. 
It is a tasteless powder which becomes brown and acquires an unpleas- 
ant taste at 100° and decomposes completely at a higher temperature. 
It is almost insoluble in water, and only slightly* soluble in alcohol and 
ether; but readily soluble in very dilute hydrochloric acid (0.3%) 
Vol. VI.— II 
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from which solution it is precipitated unchanged by strong acid and 
dilute aqueous alkali. 

Orexin tannate gives a bluish-black colouration with iron salts and 
when treated with aciueous ammonia becomes clotted while the liquid 
assumes a wine-red colouration. A furtlier test for orexin tannate is 
as follows: 0.5 grm. is dissolved in 3 c.c. of 30% acetic acid, rendered 
alkaline with sodium hydroxide and shaken with ether. The residue 
obtained by evaporating the ethereal extract is dissolved in concentrated 
sulphuric acid, addition of nitric acid to which should then produce a 
green colouration which frequently appears to be red on the edges. 
If the solution be diluted and treated with sodium hydroxide it should 
become yellow and yield a yellow precipitate. 

Orexin tannate when heated with zinc dust yields phenyl txo-cyan- 
idc, benzonitrile and aniline. 


ACRIDINE AND ITS ALLIES. 

Acridine and its i.someride phenanthridine bear the s^mc relation to 
anthracene and phenanthrene respectively that quinoline bears to 
naphthalene, and pyridine to benzene (compare). The following 
formulae show their constitution and relationship to anthracene and 
phenanthrene: 



Anthracene. Phenanthrene. 



Acndine. 


C> <3 

Phenanthndme. 


Acridine. C^H^N. 

Aepdine has been prepared synthetically by heating concentrated 
formic acid or chloroform with diphenylamine and zinc chloride, and 
also by various other reactions. Acridine is contained in coal tar, 
and may be extracted from the fraction boiling between 300° and 360°, 
or from crude commercial anthracene, by agitating it with dilute sul- 
phuric add, predpitating the add liquid with potassium chromate, 
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purifying the acridine chromate by recrystallisation, precipitating the 
base by ammonia, and recrystallising it from hot water. The hydro- 
chloride may also be employed for the purification of acridine. 

Acridine crystallises in colourless or browmish-yellow leaflets, broad 
needles or rhombic prisms, m. p. 110°; it sublimes in needles, distils 
without decomposition above 360°, and is volatile in steam. 

Acridine is very slightly soluble in cold, but more readily in boiling, 
water, crystallising on cooling in long needles. It is readily soluble in 
alcohol, ether, benzene, carbon disulphide, etc. 

Dilute solutions of acridine (and its salts) exhibit a strong blue 
fluorescence, which is green in more concentrated solutions, and dis- 
appears if they are very strong. 

The most characteristic property of acridine is its intensely irritating 
effect on tlie skin and mucous membrane. Violent sneezing and cough- 
ing are produced by inhaling the smallest particle of the dust or vapour. 
The base and its salts attack the tongue even in minute quantities, and 
even very dilute solutions cause acute stinging when applied to the 
tongue or skin. 

Acridine has been employed as an insecticide, and compositions 
containing it have been patented for coating the bottoms of vessels. 
It is highly probable that the preservative properties of coal-tar creo- 
sote oil are partially due to the presence of acridine. 

Acridine is a very stable substance. Sulphuric acid has no action 
upon it, except at a very high temperature, and potassium hydroxide 
does not react below 280*^. Concentrated nitric acid converts acridine 
into nitro-derivatives. Most other oxidising agents act with difficulty 
or not at all on acridine, but by the action of potassium permanganate 
it is converted into quinoline- 2 \ydicarboxylic or acridinic acid. The 
latter substance crystallises with zIIjO in slender needles, decomposes 
at 120-130°, and is sparingly soluble in water. 

The addition of a 10% solution of cobalt nitrate to a boiling solution 
of I grm. of acridine in 500 c.c. of bleaching powder solution (1:5) and 
subsequently boiling for one hour leads to the formation of g-acridone, 
stout, yellow needles, nf p. 354° (decomp.). 

Salts of Acridine. 

Acridine is a feeble bafec. It forms no carbonate, and its salts are 
more or less decomposed by boiling with a large quantity of water. 

Acridine hydrochloride, CjjHgNjHCbHjO, forms yellow plates. 
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The solution in water exhibits a bluish-green fluorescence and gives 
a yellow crystalline precipitate, m. p. 235°, of the mercurichloridey 
(CiallaNjIlC^aJlgClj, on the addition of mercuric chloride. With 
plalinic chloride it yields the plalinichloridey (Ci3HaN)2,H2PtClg, in 
minute, sparingly soluble, yellow needles. 

Acridine nitrite, (C,,1I„N)2,HN02, 311,0, obtained by the 
interaction of acridine hydrochloride and sodium nitrite, forms long, 
yellow, silky needles, m. p. 151^. It loses 2ITO at 70-80'^. 

Acridine sulphite, (C,3HaN),,H2S03, is precipitated in yellowish- 
red or brownish needles, very slightly soluble in water, on mixing 
solutions of sodium sulphite and acridine hydrochloride, and adding 
hydrochloric acid. 

Acridine Picrate, CnHgN.CJI^OyNa, is obtained as a canary- 
yellow precipitate, consisting of microscopic, yellow, prismatic needles 
with a faint green reflex; it commences to decompose at 208°. The 
picrate is almost wholly insoluble in cold water; 10 c.c. of the saturated 
solution in alcohol and benzene at 17.5° contain 0.004 grm. and 0.001 
grm. of the salt respectively. Acridine has been suggestAl by Anschutz 
{Ber.f 1884, 17, 438) as a suitable reagent for the estimation of picric 
acid, the hydrochloride being used as a precipitant for metallic 
picrates, and a solution of tlic free base in benzene for the picric acid 
compounds of hydrocarbons. 

Conversely, in tlic absence of substances forming picrates soluble 
with diflicully in benzene or water, acridine may be estimated by 
precipitating and weighing as the picrate. 

Hydroacridine. Dihydroacridine. 

/CII2. 

^NU 

This substance is formed (togctlier wdth a white substance insoluble 
in alcohol) by the reduction of acridine in alcoholic solution by sodium 
amalgam. It forms prisms, m. p. 169®, insdiuble in water, slightly 
soluble in cold alcohol, very soluble in hot alcohol or ether. It dis- 
solves in concentrated sulphuric acid, and is precipitated unchanged 
on dilution with water. Argentic and cupric oxides reconvert it into 
acridine. Hydroacridine is the analogue of piperidine (page 14 1) 
and tetrahydroquinoline (page 155). 
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Phenanthridine. 

Phenanthridine crystallises in slender needles, m. p. 104°, and 
distils above 360®. The vapour when inhaled induces violent sneezing. 
Aqueous solutions exhibit a blue fluorescence. It is thus seen that 
phenanthridine presents the closest resemblance to acridine ; it may be 
distinguished from the latter substance, however, by adding sodium 
sulphite to a solution of the hydrochloride containing excess of hydro- 
chloric acid; phenanthridine does not yield a precipitate while acridine 
gives a precipitate of reddish-brown needles. The mercurichloride, 
Ci3H9N,HCl,HgCl2, crystallises in small prisms, m. p. 

A boiling soluti,on of phenanthridine in bleaching powder solutions, 
when treated with cobalt nitrate, yields phenantliridone which crystal- 
lises in long, silky needles, m. p. 293° (corr.). 
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Bv THOMAS A. HENRY, D. Sc. (Lond.) 

When Sertumer in 1817 {GilherCs Annalen, 1817, 55, 56) published 
his paper entitled “Morphia, a new salt-forming substance, and me- 
conic acid, as the chief constituents of opium,’’ he described morphia 
as a “vegetable alkali’’ and drew attention to its relationship to am- 
monia. Between 1817 and 1835 about 25 substances exhibiting similar 
basic properties and most of them possessing well-marked physiological 
action were isolated from plants and it became convenient to group 
them together under one name and for this purpose the term alkaloid 
came into use, about 1833. 

Since that date this name has been used to designate the class of 
naturally occurring nitrogenous organic compounds, possessing basic 
properties. Konigs (Studien nber die Alkaloide, p. 31, Munich, 1880) 
suggested the limitation of the term to pyridine derivatives of natu- 
ral occurrence and there was at first some inclination among chem- 
ists to adopt this view. More recently, however, it has been felt 
undesirable to exclude such s.ubstances as caffeine and theobromine, 
which are purine derivatives and hygrine, which is a pyrrolidine 
derivative from the application of the name, and the term is now used 
by most writers in its original significance. It is convenient to sepa- 
rate the alkaloids into 2 groups according to their origin, viz., (i) 
animal alkaloids and (2) vegetable alkaloids, and this article is con- 
cerned only with the second of tliesc groups, which is by far the more 
important. 

Distribution and Mode of Occurrence.— Alkaloids have been 
isolated from both the g vat classes of plants, but whereas those obtained 
from the Cryptogams (so-called flowerless plants) can be nufhbered 
on the fingers of one hand, those occurring in the Phanerogams 
(flowering plants) run into hundreds. The existence of alkaloids 
in the flowering plants is, however, limited to comparatively few nat- 
ural orders, the richest in these substances being the Papaveracea, 
167 
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LeguminoscB and Ranunculacea. Other striking groups in this respect 
are the Solanacea^ furnishing the tropinc series of alkaloids, and 
RubiacecE yielding the cinchona alkaloids. The usual statement that 
the CompositcRy one of the largest and most cosmopolitan of orders, 
yields very few alkaloids is negatived by Greshoff’s statement that 
out of 150 plants of this order examined, 50 yielded alkaloids {Ned. 
Tijd. Pharm.y 1900, 12, 137). No alkaloid has yet been obtained from 
the Graminace<Ey and only one, stachydrinc, from Lahiatce. 

As a general rule alkaloids may occur in all parts of a plant, though 
where several are present one of these may be found in greatest abun- 
dance in a particular part and occasionally when only one alkaloid is 
present this may be restricted to certain parts.' The amount of 
alkaloid found in dilTcrent parts of the same plant may vary widely 
(compare Feldhaus, Arch. Pharm.y 1905, 243, 328) thus, in the 
several parts of a specimen of Stramonium from Madras examined 
recently at the Imperial Institute, the following percentages of alka- 
loids were found: 


1 

1 

Roots j 

Leaves j 

Seeds 

Total alkaloids . . . . 

1 

0 159 

1 0.430 

0.186 

Approximate ratio of hyoscy- 

Alkaloids not identi- 

S : I 

3:1 

amine to scopolamine. 

acd 




Alkaloids usually occur in plants in the form of salts of malic, oxalic, 
succinic, tannic or some other vegetable acid and in a few cases as 
salts of special acids; thus the aconite alkaloids occur chiefly in combina- 
tion with aconitic acid, the opium alkaloids largely with meconic acid, 
the cinchona alkaloids with quinic acid and so on. Choline is widely 
distributed among plants in the form of the complex substances known 
as lecithins. Salts with inorganic acids are not infrequent, thus mor- 
phine occurs naturally in opium in part as morphine sulphate. 

Mode of Formation in Plants* — It seems likely that the simplest 
group pf vegetable alkaloids represented by sucii substances as aspara- 
gine, glutamine, leucine, arginine, choline, muscarine and betaine 
result from the decomposition of proteins, and this view finds support 
in the fact that choline especially is widely distributed in the vegetable 
kingdom. This method of formation may also apply in the case of 
the purine bases of vegetable origin such as xanthine, caffeine, *theo- 
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bromine, etc., and Pictet assigns a like origin to alkaloids having a 
pyrrolidine nucleus, e. g.^ nicotine, atropine, cocaine and hygrine 
(Arch. Set. Phys. Nat., 1905 [IV], 19, 329) and suggests that alkaloids 
having a pyridine or quinoline nucleus may result from molecular 
transformation of methylpyrroles or -indoles, since he has shown that 
by the action of heat, i-methylpyrrole is converted into pyridine and 
i-methylindole into quinoline (Ber., 1904, 37, 2792). The suggestion has 
also been made that alkaloids may result directly from condensation of 
certain aldehydes or ketones with ammonia or amines. In support of 
this it is urged that these classes of compounds are known to occur in 
plants and that some of the reactions alluded to can take place at 
atmospheric temperatures and are therefore not precluded from occur- 
ring in plants. Further, such reactions give rise to substances having 
heterocyclic nuclei and in some cases exhibiting physiological action 
quite similar to that shown by some groups of naturally occurring 
alkaloids. Perhaps the most interesting case of this kind is diacelon- 
amine obtained by condensing acetone with ammonia. This sub- 
stance can tfe converted by simple reactions into /?-eucaine, which is 
quite similarly constituted with cocaine and is an efficient substitute 
for this alkaloid in medicine. The two substances are represented by 

CH3— CMe— CH, 

I 

Nil CH— O.Bz 

I 

CH,— CH CH, 

^-Eucaine. 

Function in Plants. — As regards the function of alkaloids in plants, 
two views have been held. The first supposes that they are ultimate 
products of metabolism and play no further part in the life of the 
plant. In support of this view it is urged that alkaloids are found in 
greatest abundance in the bark of the stem or root, in seeds, fruit 
rinds and other part^, which are thrown off by the plant and are, 
therefore, convenient receptacles for such waste products or excreta 
(Guareschi, EinfUhrung in das Studium der Alkaloide, Berlin, 1896. 
Compare Pictet, he. ciL). On the other hand, it has been shown 
especially by Lotsy in Java, in the case of cinchona, that alkaloids are 
formed in the leaves apparently as normal products of assimilation, 


the following formulae: 

CH2— CH C'H.CO.OMe 

I I 

NMe CH.O.Bz 

I I 

CH,— CH CH, 

Cocaine. 
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and are produced in greatest amount in those parts in which met- 
abolism is proceeding most rapidly and that they are apparently ulti- 
mately consumed in large measure by the plant and are therefore to be 
regarded as plastic products. 

It is of considerable industrial interest to note that by the applica- 
tion of modern cultural methods, including plant selection, appropriate 
manuring, and collection at the proper period, the yield of a plant not 
only in “total alkaloids,” but in any particular alkaloid peculiar to 
that plant, may be greatly increased. For examples of this kind of 
work, reference may be made to van Oorkom’s Scheikundige Bijdragen 
tot de Kennis dcr Java-Kina, iqo8 (de Bussy, Amsterdam) and Che- 
valier’s paper on Solanaceous plants {Compt. Rend., 1910, 150, 344 )' 

Nomenclature.— It is impossible as a rule to apply systematic 
names to the alkaloids obtained from plants since in the great majority 
of cases their chemical constitution is unknown and even where it is 
known the systematic names are too cumbrous for general use. The 
names given to alkaloids have reference as a rule to their botanical 
origin or to their physiological properties, tlius: aconitine obtained 
from Aconilum Napelltts and morphine in allusion to the soporific 
properties of this alkaloid. In recent years the tendency has been to 
adopt the first system of naming only. For secondary alkaloids, either 
occurring with or derived from the principal alkaloid, it is becoming 
customary where possible to express more or less clearly in the 
names assigned to them their relationship to the principal alkaloid, 
thus ()uininc; Hydroquininc: Cocaine (methylbenzoylecgonine) ; 
Cinnamylcocainc (methylcinnamylecgonine): Aconitine (acetylbenzoy- 
laconine); Benzaconine (benzoylaconine); Aconine: Pelletierine; iso- 
Pclletierine; Methylpelleticrine. Where the relationship is unknown 
the names of the secondary alkaloids are commonly formed from that 
of the first by the insertion of the particles in, en, id, ig, is, at, etc.; 
thus gelseminc, gelsemiwiiie; yohimbine, yohimbenine; pilocarpine, 
pilocarpi</ine; and so on. 

It will be clear from the foregoing that the chief characteristic of the 
nomenclature of alkaloids is the lack of system which prevails and 
where attempts have been made, e. g., by Ciamician and Silber 
(Ber., 1896, 29, 481), and by Willstatter (ibid., 1897, 30 i 2692) 
to re-name groups of closely related alkaloids on a systematic basis, 
chemists have shown no tendency to adopt the names suggested. 
Fortunately, however, in English the convention has been generally 
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accepted that the names of all alkaloids in common with those of 
other nitrogenous bases must end in ine. This serves to distinguish 
them from the glucosides and so-called “neutral principles,” the 
names of which end in in. 

There is a similar lack of system in the naming of tlie alkaloidal 
salts; thus since the alkaloids resemble ammonia and tlie amines and 
form salts by combining with the whole molecule of acid presented to 
them (NHjjHCl; B,HC 1 ; BjH^CoO^, where B represents 

an ordinary monacidic alkaloid) their compounds with tlie halogen 
acids are called hydrochlorides, hydrobromides, and so on, but the 
application of the rule stops there and the salts with other acids 
receive the ordinary designations, e. g., quinine sulphate, nitrate 
oxalate, picrate, etc. 

One of the characteristic properties of the haloid salts of the alka- 
loids is that of forming double salts especially with the haloid salts of 
the heavy metals. There are conveniently called platinichlorides, 
[B.HClJjjPtCl^, aurichloridesB.lK'bAuC'lg, mercurichlorides, B.HgClj, 
etc. In certain cases the free alkaloids may also combine with a 
molecule of auric chloride forming substances of the type B.AuClg. 
These are now generally called auric-chloride compounds, while the 
prefix aurochlor- is used for a class of substances, the first member of 
which was prepared by Dunstan and Shepheard (2>aw5. Chem. Soc., 
1893, 63, 195) from caffeine. In these a gold chloride residue, 
AUCI2, replaces an atom of hydrogen in the molecule of the alkaloid, 
thus aurochlorcaffeine has the formula C„H„(AuCl.,)02N^. 

Isolation and Purification of Alkaloids.— As a preliminary to 
the identification or estimation of an alkaloid it is almost always 
necessary to prepare it in a fairly pure form. The method to be used 
in isolating alkaloids from plant material will depend on the nature of 
the latter, and in the case of cinchona bark, opium, coca leaves, and 
other well-known products, suitable methods of isolation are described 
in the special sections of this volume, devoted to the particular alka- 
loids. The present description is therefore to be regarded only as 
applying to plant maferials, for which special methods have uot been 
worked out. 

A test for the presence of alkaloids should first be made and this 
may be carried out with 30 to 100 grm. of material by the alcohol 
extraction process outlined below, a Soxhlet or other apparatus (Vol. i, 
page 77) being used. Most alkaloids and alkaloidal salts are soluble 
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in alcohol, but a few of them dissolve with difficulty and some are 
practically insoluble in this solvent. If therefore no alkaloid or very 
little is taken out by alcohol, the following methods of extraction 
should be tried in turn and the extracts obtained tested for the presence 
of alkaloids by the usual alkaloidal reagents, of which at least two, 
e. g.y Mayer’s reagent (potassium mercuric iodide) and phospho- 
molybdic acid should be used, as no one reagent gives precipitates 
with all alkaloids (see page 172). 

1. Extract the ground plant with cold water. 

2. Mix the ground plant, first slightly moistened with water, with 
one quarter its weight of slaked lime, dry the mixture either in a 
desiccator or by gently warming; then extract with the following 
solvents in the order indicated: light petroleum, ether, chloroform, 
alcohol. 

3. Extract a fresh portion of the ground plant with dilute (1%) 
hydrochloric acid by maceration or percolation in the cold. 

If all these methods fail to extract alkaloid, it may be assumed that 
the material under investigation is free from such substances. 

Assuming tliat the preliminary test has shown the presence of alka- 
loidal substance it is generally necessary to accumulate enough of this 
for identification. The preliminary test will have indicated already 
the best method of extraction but it should be remembered that many 
alkaloids are decomposed by long continued contact with Ume or 
magnesia, or when allowed to remain in excess of dilute acid so that 
wherever possible extraction of plant material directly with a neutral 
organic solvent such as alcohol is to be preferred even if such a method 
is slow. Where it is found essential to use an acid extracting medium, 
alcohol containing a small amount of the necessary acid (acetic or 
tartaric being preferable to mineral acids) should be used in place 
of dilute aqueous acids, if possible. 

The following process of extraction is capable of very general appli- 
cation though it requires modification for particular cases. 

The plant product is ground to a fine powder and moistened with 
95% alcohol and allowed to stand for several hours. It is then packed 
in a Toogood’s glass percolator (obtainable from Messrs. Toogood 
Ltd., South Wark Street, London, S. E.), the rubber bung and siphon 
tube of which have been replaced by a well-fitting cork carrying a tube 
with a plain glass stopcock. The latter is closed and 95% alcohol 
poured into the percolator until the ground plant is just covered. 
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The mouth of the percolator is covered with a ground glass plate and 
the whole set aside during 24 hours. The stopcock is tlien opened 
and the extract run off completely. It can be replaced by more 
alcohol and the process repeated until the ground plant is exliausted. 
In order to avoid the passage of small particles into the stopcock the 
end of the latter inside tlie percolator should be covered by a plug of 
cotton wool to serve as a filter, before putting in the ground drug. If 
the material under examination is tough and dilhcult to grind into 
fine powder, it is advantageous to place a layer 
of about 2 in. of fine washed sand at the bottom 
of the percolator before putting in the ground plant 
and if the material shows any tendency to clog so 
that the extract docs not run freely, tlie alcohol 
should be allowed to drain, and Uic ground plant 
taken out, mixed with its own weight of waslied 
sand, and repacked in tlic percolator. 

This method of extraction may also be used for 
the other solvents indicated, care being taken that 
a percolator with a closely-fitting ground glass lid is 
selected when more volatile solvents such as chloro- 
form or ether are to be used. 7 'hesc percolators 
are supplied in various sizes, holding about 4 oz. 
and upwards of ground plant. Their form is shown 
in Fig. I. 

This process answers well in most cases for 
roots, stems, leaves, flowers, husks of fruits and 
similar materials. If these contain much resin or 
colouring matter, soluble in alcohol, it is often 
vantageous to mix the ground material willi lime 
or magnesia previous to extraction but this .should not be done 
unless it is quite certain that the alkaloid (or alkaloids) present 
is unaffected by long continued contact with these materials. If 
there is any doubt on this point, the extraction should be made 
without lime or magnesia and the obnoxious matter got jrid of at 
a later stage. Many seeds contain considerable quantities of fat 
or oil and it is advantageous to remove this prior to extraction with 
alcohol. For this purpose the ground seed may be extracted with 
light petroleum in which very few of the naturally occurring alkaloidal 
salts are soluble. If the seeds are very rich in oil it is often advan- 
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tageous to rc-grin.l them after partial extraction by light petroleum 

in onler to (acilitate complete removal of the oil. In all cases the 
light petroleum e.xlnu I ‘.hoalil he tested for alkaloids, and if it con- 
tain.s any, tlie alkaloid should he recovered by extraction with dilute 
acui as described Itvlow. 

Which ever solvent is employed the(‘xtnittion must be continued until 
the plant is exhausted, this point bun^ ascertained i)y testing a few 
drops of the luiuors by one of the general alkaloidal reagents. (Sec 
page t8s-) 

'I'he extraction lifiuors are next ( oneentrated by distilling ofT the 


solvent, whiih should be done undrr reduced pressure if water or 
alcohol has been used as a stilvent. If an acid lifpiid .\as been used 
for extraction, dilute ammonia should be added before Cv)ncentration 
until the licpior is just faintly at id but still frc'e from anv precipi- 
tate. The concentrated product retjuires treatment, which varies 
with the extracting medium usetl. 

I. Aqueous extracts are usually \ery much coloured by extractive 
matter and these should, after concentration to a low bulK, be clarihed 


with lead acetate, the preiipitate idtered otT, and tlie lillrate treated 
with hydrogen sulphide to remove the excess of lead acetate. 'I'lie 
liltrate from the lead sulphide is then ready for final extraction as 


described below. 

2. Alcoholic extracts generally contain oil, chlorojdnil, and occa- 
sionally much resinous matter. They should be concentrated almost 
to dryness and the residue extracted with water slightly acidified with 
dilute hydrocWoric acid and tlie mixture set aside to deposit resin, etc. 
Galenical preparations such as the tinctures, liquid extracts, etc., 
of Uic pharmacopieia, may generally be treate<l in like manner. If 
they contain mudi alcohol Uds should be distilled off and the residue 
treated as above. In either case if the liquid decanted from the insolu- 
ble part of the alcoholic extract is dark coloured, it should be clarified 
with lead acetate as described under (i), but if not it may be filtered 
and is then ready for final extraction. 

3. Extracts in light petroleum, etlier or chloroform are usually 
fairly clean and in these cases the whole of the solvent should be 
removed by distillation. The residue should then be taken up with 
successive portions of dilute (o.5^c) hydrochloric acid until all the 
alkaloid is dissolved out. The mixed acid liquors should be filtered 
if necessary', and treated as described below. 
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The slightly acid aqueous liquid obtained as described in paragraphs 
I, 2, or 3 above should contain the whole of the alkaloid (or alka- 
loids), present in the plant extracted. Where only strongly basic 
alkaloids, the salts of which are not dissociated by water are con- 
cerned, it is possible to remove traces of impurities from tliis acid 
liquid by shaking witli etlier or chloroform, Imt, this may lead to 
loss of weakly basic alkaloids, and if this j)reliminary purilication is 
attempted, the ethereal or chloroform solution should be tested for 
alkaloids, and the latter recovered if present. 

Most of the alkaloids are almost insoluble in water and in alkaline 
solutions and consequently on adding an alkali (usually dilute ammonia 
in slight excess, but in some cases a dilute solution of sodium hydroxide 
must be used) to this acid li([uid, the alkaloids are precipitated, gener- 
ally as llocculent white powders, which may either be hltered olT or, 
better, may be dissolved in an immiscible organic solvent by shaking 
successive portions of this with the alkaline aqueous licjuid. 'J'he 
extraction should be made complete by testing a few drops of the 
aqueous liquid from time to lime with Mayer’s or other suitable reagent 
(see page 1H5) and continuing the extraction with fresh ])orlions of 
solvent until all the alkaloid is removed, unless there is reason to sup- 
pose the presence of an alkaloid soluble in water, but not in organic 
solvents in which case another method of isolation must be used (see 
below). The immiscible organic liquid to be used depends on the 
solubility of tire alkaloid (or alkaloids). Most alkaloids are soluble 
in chloroform, but ether is a better medium to work with when possible 
and light petroleum or benzene or mixtures of t\vo of these are often 
useful solvents to employ; amyl alcohol is the most useful solvent for 
morphine. (For a full description of the method of applying immiscible 
solvents see Vol. i, pages 79-H2.) At this stage it is often possible to 
effect at least a partial separation when several alkaloids are present 
by the use of two or more solvents in turn. 

The solution in the organic solvent should be run into a second 
separating funnel and allowed to stand until as much as possible of 
the adherent aqueous liquid has separated and this should be cun off. 
A few pieces of fused calcium chloride should be placed in the alkaloidal 
solution and this set aside for a few hours to dry. It may then be run 
into a tared flask, the funnel washed out with a little more of the dry 
solvent and the washings added to the bulk. The solvent should 
be distilled off, the last traces being removed by exposure in a vacuous 
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desiccator and finally the alkaloidal residue should be dried at 100® 
until of constant weight, and weighed. This roughly quantitative 
work is of course not essential in accumulating material for identifica- 
tion, ljut it is always useful to record the actual weight obtained in such 
an operation as that described. 

A few of the alkaloids are more soluble in water than in any organic 
solvent and in such cases separation by immiscible organic solvents is 
not feasil)le. Recourse must then be had to precipitation with a 
reagent sueli as potassium mercuric iodide or solution of iodine in 
potassium iodide (seepages 189). The precipitates so obtained are 
allowed to drain, suspended in as little water as possible and decom- 
posed by hydrogen sulphide in the case of the potassium mercuric 
iodide preci|)itate, or by sodium thiosulphate for the periodide precipi- 
tate. In either case the alkaloid remains in the water as a hydriodide 
and maybe recovered by evaporating die aqueous liquid over calcium 
cliloride in a vacuous desiccator. 

'I'he residue obtained by any of daese processes is the “total alkaloid ” 
of the plant and is generally a mixture of alkaloids. The presence of a 
particular alkaloid in it may be established in somt cases by applying 
a series of tests known as “colour tests” (sec page 189, and die 
special sections). But, wherever possible, it is best to separate 
the constituents of the mixture and identify these by the usual 
physical constants, such as crystalline form, m. p., specific rota- 
tion, etc., eidier of the alkaloids themselves or of their most char- 
acteristic salts. For this purpose the alkaloidal residue is usually 
converted into the corresponding salts by exactly neutralising it with 
an appropriate acid and then every effort is made to induce this mix- 
t\ire to ciy stallise. Ciystallisation may often be induced by dissolving 
die ilrv mixture of salts in dry alcohol in a dry, clean, stoppered bottle, 
and adding dry ether until a faint cloudiness is apparent. The liquid 
is dien set aside when ciy'stallisation may take place. If only amor- 
phous products separate at first, the clear liquid should be decanted into 
a second bottle aiul a little more of the precipitant added. If after 
severiii trials in this way no cr>'stals separate, the solvent should be dis- 
tilled off, the \arious fractions assembled and dissolved in water and a 
fresh salt tried in like manner. It is convenient to try the salts in the 
following order; hvilrochloridc, hydrobromide, hydriodide, sulphate, 
nitrate, oxalate, picrate. If the hydrochloride does not crystallise, it 
should be re-dissolved in water and fractionally precipitated with gold 
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chloride, in which case a series of crystalline aurichloridcs may be ob- 
tained, or, if this fails, with platinic chloride. 1 he auridilo rides and 
platinichlorides are often useful as means of identification as they fre- 
quently crystallise readily and their m. p. and composition often afford 
conclusive evidence of the identity of a particular alkaloid. The free 
alkaloid may be recovered from the aurichloridcs or platinichlorides by 
suspending these in water and decomposing them by hydrogen sulphide, 
when the alkaloidal hydrochlorides remain in solution and may be used 
for the preparation of other salts or the free bases. When the mixture 
of alkaloids or salts has been induced to crystallise, it must be re- 
crystallised in the usual manner until of definite m. p. or until several 
fractions of definite m. p. are obtained. 

Isolation of Liquid Volatile Alkaloids. — The general method 
already described will suffice for tliese alkaloids, since Uiey usually 
occur in plants in the form of salts, which are soluble in alcohol or 
water and their presence is as a rule easily recognised liy their charac- 
teristic odour, which becomes apparent when alkali is added to a plant 
extract containing them. They can be obtained from the concentrated 
alcoholic extract by distilling off the alcohol as completely as possible 
on the water-bath, adding water and excess of potassium hydroxide 
to the residue and distilling in steam. They arc best oljtained pure by 
converting into salts and re-crysiallising these until of constant m. p. 
'bypical methods for the isolation of volatile alkaloids are described 
under coniine (page 211), nicotine (page 237), and sparteine (page 
230). 

Isolation of Alkaloids for Medico-legal Purposes. — The methods 
generally used arc those of .Stas-Otto, Dragcndoril or Kippenberger. 
They do not differ in principle from those already described, but since 
in such cases the alkaloids are usually present only in small quantity 
and are generally mixed with much organic matter, special care has 
to be exercised in isolating them. Full details arc given in **Poison 5 y 
Their Effects and Detection” by A. and M. Wynter Blyth (London, 
Charles Griffin and Co., 1906). The Stas-Otto process consists in 
treating the finely minced material with strong alcohol in the propor- 
tion of 1,000 c.c. to each kilogram of material to be extracted. The 
alcohol is distilled oflf and the aqueous residue shaken with light petro- 
leum to remove fat. Any alkaloid removed by the light petroleum is 
recovered by shaking this with dilute acid, and is returned to the 
aqueous, extract. The latter is then evaporated to dryness and the 
Vol. VI.— 12 



THE VEGETABLE ALKALOIDS. 


178 

residue extracted with absolute alcohol, which dissolves all the alka- 
loid. The residue from this is tiien submitted to tests for identifica- 
tion. It is almost always impure and may give reactions with the 
usual alkaloidal precipitants altliough no alkaloid is present. 

In Kippenberger’s process (/cit. Anal. C/iem., 1895, 34, 294) the 
matter is digested with a solution of tannin (100 grm.) in glycerol 
(500 grm.) at 40^^ for two days. The extract is heated to 50° to coagu- 
late })roteins, cooled and filtered. It is next shaken with light petro- 
leum to remove fat and the last traces of })etroleum removed from the 
extract by heating on the water-bath. The fat-free extract is then 
acidified and shaken with chloroform, which removes colchicine, 
papaverine, narcotine, delphinine and aconitine. 

The extract is next made alkaline with dilute solution of potassium 
hydroxide and again extracted with chloroform which removes brucine, 
strychnine, emetine, veratrine, narcotinc, codeine- thebaine, atropine, 
sparteine and nicotine. 

The e.xtract may still contain narceine, morphine, and curarinc. 
The first two can be isolated by passing carbon dioxyle into the ex- 
tract to convert the alkali hydroxide into carbonate and then extracting 
with a mixture of alcohol and chloroform. Finally, curarine can be 
extracted by agitation with a mixture of equal volumes of ether and 
chloroform. This jirocess also provides for the isolation of certain 
glucosides and neutral f>rinciples such as stropliantliin, picrotoxin, 
cantharidin, etc., which are toxic. 

The alkaloidal residues obtained as described may then be examined 
in detail. 

Kippenberger’s process may be usefully combined with the Stas- 
Otto process by applying it to the final alcoholic extract obtained by 
the latter method. 

The processes to be used in separating and identifying the alkaloidal 
constituents of the purified residues obtained in these various ways are 
identical with those given elsewhere in this volume, notably pages 183 
to 185, and the succeeding special sections. 

Estimation of ‘‘Total Alkaloids.’^ — As*a rule the estimation of 
the “total alkaloids” only of a plant product is attempted, though in a 
few cases more or less successful methods have been devised for the 
separation and estimation of the principal, as distinct from the second- 
ary alkaloids. For examples of such methods see under opium (page 
370), cinchona bark (page 510), strychnos seeds (page 46.1), etc. 
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Methods for the estimation of the total alkaloids in the principal drugs, 
etc., are described in the succeeding sections relating to these products, 
and it is only necessary here to refer to certain general methods that 
have been suggested as applicable to many plants. 

The general process of extraction already described can be applied to 
the estimation of total alkaloids. For this purpose a quantity of the 
ground plant, large enough to yield an alkaloidal residue weighing 
from 0.2 to 0.4 grm. should be taken and completely extracted in a 
Soxhlet extraction apparatus, with a suitable .solvent, selected as a 
result of the preliminary extraction experiments. In the case of esti- 
mations the extraction must be carried out completely and rapidly and 
it is often possible to use methods, which would be ol)jectionablc in 
carrying out extraction on a larger scale. 'Fbus for the purposes of 
an estimation it is unimportant that an alkaloid may undergo isomeric 
change in contact with alkali or acid since the weight of alkaloid 
obtained will be the same. Consequently preference should be given 
to methods in which solvents such as light petroleum, ether or chloro- 
form, which extract little more than the alkaloid, can be used as primary 
extracting liquids, since in tliat way preliminary purification of the 
extract by lead acetate, etc., can be avoided. It is often convenient, 
however, when material is scarce to use the residues obtained in the 
course of several estimations for further investigation and in such cases 
care must be taken that the procccsses used do not occasion change in 
the alkaloid. The residues obtained in estimation should not only be 
weighed but should if possible be titrated in order to avoid the possible 
inclusion of non-alkaloidal material. This titration is usually best 
carried out by dissolving the alkaloidal residue in a known quantity 
of standard acid and then titrating back with standard alkali. Care 
is needed in the selection of an indicator for the titration (see page 181). 

A number of authors have proposed general methods for the estima- 
tion of alkaloids and of these the following may be referred to. 

Keller’s Process {Schweiz. Woch./ur Chem. und Pharni., 1894, 32, 
44). — ^From 12 to 25 grm. of the finely powdered drug, dried over 
soda-lime or sulphuric acid, is placed in a flask with a measured quan- 
tity of ether or a mixture of ether and chloroform in the proportion of 
3:1. Enough of the solvent should be used to cover the drug com- 
pletely. The mixture is set aside for 5 to 10 minutes with occasional 
agitation. To it is added 10% ammonia solution in excess (usually 
10 c.c.) and the maceration continued with occasional careful agitation 
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during 30 minutes. At the end of that time a little water is added and 
the mixture shaken for 2 or 3 minutes until the drug runs together 
and the ether will separate, fairly free from particles. The ethereal 
solution is then run off into a second flask and allowed to stand until it 
is quite clear when an aliquot part, usually 50 to 100 c.c., is measured 
into a separating funnel where it is shaken successively with 25, 15, 
and 10 c.c. of 0.5 to i.o^o hydrochloric acid, the acid extract being 
run as completely as possible into a second separating funnel. Excess 
of 10% ammonia solution is added to the acid liquid and the alka- 
loids, thus lil)erated, extracted by shaking with three successive por- 
tions of a mixture of equal parts of ether and chloroform or with ether 
alone. The whole of the ethereal liquid is run through a small filter- 
paper into a tared flask, the solvent distilled off and the residue dis- 
solved once or twice in small quantities of dry ether and the latter 
evaporated to facilitate dr)dng. Finally the residue is dried during 15 
minutes at 100° anti weighed. It is Uien dissolved in 5 to 10 c.c. of 
dry alcohol and titrated with iV/20 hydrochloric acid using hrema- 
toxylin as indicator. ^ 

Kkroos {Arch. Vharm., 1898, 236, 328) has employed a modification 
of Keller’s process in which sodium hydroxide is used in place of 
ammonia for cinchona bark. 

Linde {Anh. Pharm., 1899, 237, 392) has usefully summarised the 
objections to Keller’s and the related processes thus: 

1. It is assumed that the ethereal solvent extracts all the alkaloid or 
at least contains it in equal concentration within and without the drug. 

2. The amount of ethereal solution used is assumed to contain an 
aliquot part of the whole of the alkaloidal matter present, no allowance 
being made for change in the volume of the solvent through solution 
of fat or soap formed by the action of ammonia on the fat. 

3. The repeated agitations with {a) ethereal liquid and (6) acid are 
unnecessary and equally good results arc obtained with smaller vol- 
umes of liquid and a single agitation, especially if the alkaloids are 
salted out by tlie addition of some brine. 

4. It is better to measure the liquids than lo weigh ^ them. 

5. In Ekroos’ process the use of sodium hydroxide solution in place 
of ammonia solution is objectionable since it would liberate any 
amines present and w'ould form soaps with any oil or fat in the drug. 

‘ In the above account of Keller's process the quantites of solvent to be used are given is 
c.c. in place of grms. as Keller originally gave them 
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In addition to the foregoing a number of processes based on the use 
of alkaloidal precipitants have been suggested. Particulars of these 
are given on pages 185 to 197. 

For the estimation of pure alkaloids in solutions or preparations of 
these, ordinary volumetric and gravimetric processes are available 
and are described in the sections relating to the particular alkaloids 

Volumetric Estimation of Alkaloids. — Pure alkaloids may often 
be estimated volumetrically by titration with N/10 acid and it is 
sometimes convenient to ascertain the purity of an alkaloidal residue 
by titration, as a partial check on the accuracy of a process of estimation. 
Most alkaloids behave as monacidic bases even when they contain 
2 atoms of nitrogen. Further, they show many anomalies in their 
behaviour with the usual indicators. 

Phenolphlhakin . — Comparatively few of the alkaloids show a 
normal alkaline reaction to this indicator in aqueous solution, the 
exceptions being atropine, homatropine, hysocyamine, scopolamine, 
conicine, conhydrine and sparteine, all of which according to Astruc 
(Compt. Rend., 1901, 133, 98) behave to it as monacidic bases. Eego- 
nine, bcnzoylecgonine, morphine and narceine in benzene solution, 
according to the same author, behave as monobasic acids to phenol- 
phthalein and can be titrated with AVio potassium hydroxide,, 
though the results arc only approximate in the cases of morphine and 
narceine. Kippenberger stales that sparteine alone can be satisfac- 
torily titrated in presence of phenolphthalein {Zeit. Anal.Chcm., 1900, 
39, 202, 290). Owing to this general neutrality of free alkaloids to- 
phenolphthalein, it is possible in many cases to estimate the amount of 
acid in combination with alkaloids by titrating with N / 10 alkali in 
presence of phenolphthalein. For this purfwse the free acid should 
first be neutralised by the addition of N / 10 sodium hydroxide solution 
using methyl-orange as indicator. The acid in combination with 
the alkaloid may then be ascertained by titration with N/10 alkali 
and phenolphthalein. This process is of course inapplicable in the 
case of alkaloids, which* give an alkaline reaction with the lattej* indi- 
cator (see above). According to Runne {ApotJi. Zeit., 1909, 24, 662, 
1910, 25, 137) the acid in quinine hydrochloride may be estimated in 
this way in aqueous solution, but with quinine sulphate, .codeine phos- 
phate or cocaine hydrochloride the titration is best conducted in alco- 
hol or a mixture of alcohol and water, while the process is not suitable 
for morphine salts. 
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Methyl-orafige.—Most of the salts of alkaloids with mineral acids 
are neutral to this indicator and consequently the alkaloids may be 
titrated directly with A 7 io acid in its presence. The exceptions 
according to Astruc {loc, cit.) are caffeine, which is neutral to all the 
usual indicators, and aconitine (sec below), veratrinc, strychnine and 
brucine, which are only feeldy basic to methyl-orange. Sparteine is 
diacidic to methyl-orange as are also quinine, cinchonine, cinchonidine 
and quinidine. Methyl-orange according to Kippenberger {loc. cit.) 
gives approximate results only with atropine, emetine and coniine. 
Allen has ol)serve{l that in titrating an alkaloid with methyl-orange, 
it is rarely convenient to employ an a(|ueous solution of the base. A 
solution of the alkaloid in proof or rectified spirit is generally suitable, 
and the indicator is fairly sensitive under such conditions. But when 
the alkaloid is much coloured, as is frecpiently the case in the assay 
of the bases directly extracted from their sources, it becomes difficult 
or impossilile to observe the end of the action. Under such circum- 
stances, Allen overcame the difficulty by dissolving the alkaloid in 
a little ether, and placing the solution in a small stoppered cylinder, 
togetlicr with a few c.c. of water, coloured with a drop of methyl- 
orange solution (1:1,000). On then gradually dropping in the stand- 
ard acid and agitating thoroughly after each addition, it is easy to 
observe the end point, as die colouring-matter remains in the upper 
ethereal stratum, and presents a marked contrast to the red colour 
of the aqueous liquid. By operating in tliis manner and employing 
N/So hydrochloric acid, Allen obtained perfectly satisfactory esti- 
mations of aconitine, etc., even when working on so little as 0.030 grm. 

lacwen/.— This substance has been used by van Itallie {Analyst, 
1889, 14, 1 18) for the titration of atropine, hyoscyamine and coniine by 
N/io hydrochloric acid and by Messner for the mixed alkaloidal 
residue obtained from cinchona extract {Zcil. Augcu>. Chetn., 1903, 16, 
444). Kippenberger {Zdt. Anal. Chan., 1900, 39, 202, 290) states 
that it gives good results with atropine, cocaine, morphine, codeine, 
papayerine, narcotine, nicotine, coniine and veratrinc when these are 
dissolved in standard sulphuric acid and titrated back with Nj^o 
alkali. 

Rosolic Arid.—Thls has been used for alkaloidal titrations by 
Dieterich {Pharm. J ., 1887 [i/i], 17, 888) but appears to be of doubtful 
value, though according to Astruc {loc. cit.) conicine, conhydrine, 

cnartpinp nfrnninp nriri tVip rplrifpj ijll'iilrtirtc 
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and morphine, codeine, and thebaiiie behave as monacidic bases in 
its presence. 

I odes in.— According to Kippenberger (loc. at.) this gives good 
results with thebaine, codeine, emetine and coniine (compare Linde, 
Arch. Pharm., 1900, 238, 102 and Tapis, ibid., 1902, 240, 390). 
It has been used with good results in estimating nicotine {q. v.). It 
is also used in the assay processes of the United States Pharmacopa'ui; 
Eighth Revision, for estimating the alkaloids of nux vomica and phy- 
sostigma and as an alternative indicator for the coca and pilocarpine 
alkaloids. 

Hcematoxylin. This indicator is used in three important assay 
processes. 

Properties of the Alkaloids. — The most diaractcristic property 
of the alkaloids as a class is their marked physiological action and in 
this connection it is sufficient to recall the fact that a large proportion 
of the crude drugs of vegetable origin recognised in the pharmacopoeias 
owe their medicinal value to the alkaloids they contain. A consider- 
able amount of work has been done in attempting to correlate the 
molecular structure of the alkaloids witli their physiological action 
but up to the present no useful generalisations have been made in this 
subject. In some cases it seems that the change from a substance, 
which is relatively inert in a physiological sen.se to one of great physio- 
logical activity is conditioned by quite minor changes in constitution, 
€. tlie change from tropinc to atropine, and aconine to aconitine 
implies merely the introduction of acyl and alkyl groups. Most of 
the alkaloids are bitter to the taste, strychnine and the cinchona alka- 
loids being notable examples of this. In addition, certain of the alka- 
loids have a more marked action on the nerve endings in the 
tongue and, as in tlie case of cocaine, produce a numbing effect, and in 
those of the aconitine group, a pronounced tingling sensation. 
These characteristic actions arc useful tests for these alkaloids but 
they must be applied with great care. Certain of the alkaloids exert 
a marked action on the nerves, which contract or dilate the pupil of 
the eye and this action is occasionally employed as a test for their 
presence. Such tests are, however, best regarded as merely con- 
firmatory of evidence obtained by chemical reactions. The test is 
best made by placing a drop of the alkaloidal solution to be examined, 
as nearly neutral as possible, on the eye of a rabbit, dog or cat, when, 
in a time varying from a few minutes to about half an hour, a marked 
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contraction or dilation of the pupil will be observed. The principal 
alkaloids causing such action are as follows: 

A. The pupil is dilated by: 

1. Atropine, hyoscyamine and scopolamine, and preparations of 

belladonna, henbane and stramonium; solaninc; and ex- 
tracts from Solanaceous plants generally. 

2. Cocaine and preparations of coca. 

3. Coniine and preparations of hemlock and other umbelliferous 

plants. 

4. Cytisine and laburnum extracts. 

5. Gclseminc and preparations of gclsemium. 

6. Sparteine and preparations of broom. 

7. Certain ptomaines. 

Mydriasis, or dilation of the pupil, is so striking a characteristic 
of atropine and the associated leases that these are often grouped 
together as the “ mydriatic alkaloids.” d'he mydriasis is only observed 
in the eye to which the alkaloid is applied. 

B. The pupil is contracted by: 

1. Physostigminc (cserine) and preparations of the Calabar bean. 

2. Pilocarpine and preparations of jaborandi. 

3. Muscarine, neurine. 

A similar effect on the pupil is produced by the poisons when taken 
internally or h}T>odermically in sufficient quantities. Sometimes, as 
in tlie case of morphine and preparations of opium, the pupils are con- 
tracted during the early stages of the poisoning, but dilated subse- 
quently, especially after death. Nicotine and preparations of tobacco 
in some cases cause contraction, and in others dilation, of the pupil. 
In poisoning witli aconitine alternate contraction and dilation of the 
pupil is sometimes observed. 

Most of tile alkaloids are crystalline solids at ordinary temperatures 
but a few have only been obtained in an amorphous condition, e. g., 
pilocarpine, w'hilc others, especially those frge from o.xygen such as 
coniine, nicotine, and sparteine, are liquid and volatile. 

Some of the solid crystalline alkaloids may be sublimed, e. 
caffeine, and many of them yield characteristic sublimates, which may 
be used as a means of recognising them (compare Winter Blyth, 
Poisons and Their Detection,** 1909. 

Alkaloids are usually sparingly soluble in water and may be pre- 
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dpitated from solutions of their salts in water by the addition of alka- 
lies, but some alkaloids, e. g. morphine, re-dissolve in excess of the 
stronger alkalies, such as sodium or potassium hydroxide. Most of 
them are soluble in alcohol, chloroform or amyl alcohol; many are 
soluble in ether or benzene, and a few are soluble in light petroleum. 

The salts of alkaloids are generally soluble in water or alcohol; but 
a few are insoluble in water and have been used for the estimation of 
the respective alkaloids, e. g., quinidine hydriodide, cinchonidine 
hydrogen tartrate; those of the less basic alkaloids arc hydrolysed by 
excess of water and consequently the free alkaloid may often be ex- 
tracted in such cases by shaking an acid solution of tlic alkaloid with 
an immiscible solvent (compare Hill, Pharm. J., 1900 [n], 10, 185; 
Schaer, ibid., p. 308; Kippenberger, Zeit. Anal. Chem., 1900, 39, 
202, 290; Proelss, A path. Zeit., 1901, 16, 434; Springer, ibid., 1902, 17 
225; Simmer, Arch. Pharm., 1906, 244, 672). 

Most alkaloids arc colourless, berberine and sanguinarinc being two 
notable exceptions. 

The alkafoids are generally optically active, most of them being 
hevorotatory. In some cases the salts show an optical rotation oppo- 
site in kind to that of the free base {e. g., nicotine and aconitine). 

REACTIONS OF THE ALKALOIDS. 

General Precipitants. — Alkaloids as a class give precipitates with 
a considerable number of reagents, especially with compounds of 
some of the heavy metals. The three precipitants of most general 
applicability are a solution of iodine in potassium iodide, a solution 
of phosphomolybdic acid, and a solution of the double iodide of 
mercury and potassium, but no one of these will precipitate every 
alkaloid. With the exception of tannin, which should be applied in a 
neutral or faintly alkaline solution, the precipitants should usually be 
added to a solution of the base slightly acidified with sulphuric or 
acetic acid, but in some cases (as in the precipitation of certain picrates) 
the solution should be distinctly acidified with sulphuric acid. As 
tests for the presence of alkaloids, a drop or two of the selected precipi- 
tant may be added to ^ few drops of the liquid under examination, 
contained in a watch-glass. 

Picric Acid, CoH2(NOj)3.0H [HagePs Reagen(\ (Zeit. Anal.Chim., 
1870, 9, no; 1881, 20, 415). — When used as a test for alkaloids, picric 
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acid is best employed in saturated, cold, aqueous solution. The 
alkaloidal solution should he rendered distinctly acid with dilute 
sulphuric acid, excei)t in cases where the alkaloidal picrate is only 
thrown down in neutral solution. I'he precipitated picrates have 
usually a pale yellow colour, and are generally crystalline or become 
so on standing, the forms in many cases being characteristic. 

Picric acid produces no precipitate in 0 . 02 % solutions (acidified 
with sulphuric acid) of calTeine, coniine, morphine or theobromine; 
and aconitine, atrot)ine, nicotine, and veratrine are precipitated in 
fairly concentrated .solutions only. Atropine and morphine are 
precipitated from tolerably concentrated neutral solutions. Copious 
precipitates are produced by picric acid in acidified solutions of ber- 
berine, delphinine, emetine, the (.inchona alkaloids, opium alkaloids 
(except mori)hine and pseudomorphine), strychnine and brucine. 
Picric acid is especially suitable for the precipitation of the cinchona 
alkaloids and Hager has devised a process of assaying cinchona bark 
based on that fact (see page pSo). The following are the limits of 
dilution at which precipitation occurs, and the charactc^rs of the pre- 
cipitates, according to ' 1 '. ( 1 . Wormley: 


Alkaloid 

(,'h.ir u lor '>f pn 

Limit of 
precipitation 

Nicotmo . 

AniorplKius, ehaiiKinu to i.r>stalline tufts, boluMe 
in naotine 

1 40,000 

Coniint' . . 

Amorphous, ur h(in\d yluhulos becoming crystal 
line, soluble in lonnne and .uetio iKid 

i 500 

Morphine 

Amorphous 

i soo 

Codeine 

Amorphous 

t J,ooo 

Narceine 

Amorphous, soluble in aceta .uul 

l s .000 

Stryehnuie. 

.*\morphous, (pnckly assuming tharacterisln. 
crvstHlline forms 

I 20,000 

Hrueine 

Amorphous, becoming crystalline 

I 10,000 

Aconitine 

Amorphous, insoluble in ammonia . 

I s.ooo 

Atropine . 

Amonihous, changing to characteristic cry.s- 
Uallinc forms, soluble m weak acids, including 
' acetic ( 

' I 1 ,000 

Veratrine 

' .Amorphous; soluble in weak acids, including 
acetic 

1 ; 5.000 

Jervine . . 

Amorphous . . . 

I i ,000 

Solanine . . 

Gelatinous; soluble m excess of picnc acid solu- 
tion 

j 1 . 1,000 

Gelsemine 

Amorphi>u8 . . 

t • 500 . 
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The alkaloids may be recovered from tlicir picrates by mixing tlic 
moist precipitate with sodium carbonate, drying die mixture, and 
extracting with alcohol; or the picrate may be shaken with ammonia 
and a suitable immiscible solvent. 

Picrolonic acid {^-nitro-i-p-nitrophcnyl-ymethyU^-pyrazolone) has 
been found useful as a reagent for alkaloids, since it yields diaracter- 
istic crystalline picrolonates with coniine (m. p. 195.5°), nicotine (m. p. 
213°), strychnine (m. p. 275°), brucine (m. p. 256°), morphine (m. p. 
186.5°), codeine (m. p. 219°), atropine (m. p. 194°), quinine (m. p. 
225°) and hydrastine (m. p. 220°). They consist usually of i mol. of 
base combined with 1 mol. of acid, but (|uinine combines with 2 mol. 
of the acid. No compounds witli aconitine, cocaine, or caiTeine have 
been obtained. 'I'he reagent is l)est af)plicd in alcoliolic solution 
(Warren and Wei.ss, J . Biol. Chem., 1907, 3, 327). It does not seem 
well suited for the estimation of alkaloids (compare Malthes and 
Kamstedt, Arch. Phann., 1907, 245, 112; Zeit. Anal. Chem., 1907, 

46, 565)’ , 

Tannic acid precipitates die great majority of the vegetable alka- 
loids. The precipitates are usually soluble in weak acid or ammonia 
solution. 

The tannates of aconitine, brucine, calTeine, colchicine, morphine, 
physostigminc (escrinc), and veratrinc are di.ssolved by dilute acetic 
acid and quinine tannate by somewhat stronger acid. The tannates 
of aconitine, berberine, brucine, caffeine, cinchonine, colchicine, 
narcotine, papaverine, thebaine, solanine, .strychnine, and veratrine 
resist more or less perfectly the action of cold dilute hydrochloric acid. 
The tannates of aconitine, physostigmine (eserinc), quinine, solanine, 
and veratrine arc not dissolved l>y cold dilute sulphuric acid. Aconi- 
tine, physostigmine (eserinc), and veratrine are completely precipitated 
by tannic acid from solutions strongly acidified by sulphuric acid, but 
only pardally from slightly acidified solutions. 

An alkaloid may be recovered from its tannate by mixing the moist 
precipitate with fre^shly precipitated lead carbonate or hydroxide, 
drying the mixture, and boiling it with alcohol or other suitable solvent, 
which, on evaporation, will often leave the alkaloid in a characteristic 
crystalline form. 

Phosphomolybdic Acid (Sonnenschein’s Reagent).— This is 
one of the most useful general reagents for alkaloids and is also used 
for separating them from foreign matter. It is prepared by acidifying 
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a warm solution of ordinary sodium phosphate with nitric acid, and 
adding an excess of ammonium molybdate solution. The yellow 
precipitate is separated, washed with water, acidified with nitric acid, 
and dissolved in a hot solution of sodium carbonate. The solution is 
evaporated to dryness and ignited at a low red heat till all ammonium 
salts are volatilised, the residue moistened with nitric acid, and again 
ignited. The product, consisting of sodium phosphomolybdate is 
dissolved in lo times its weight of a mixture of i vol. of strong nitric 
acid (sp. gr. 1.42) with 9 vol. of water. 

Sonncnschein’s reagent gives yellow, usually amorphous precipitates 
with nearly all alkaloids, and as most of the precipitates are very 
insoluble, a negative reaction with the reagent affords in many cases 
positive proof of the absence of alkaloids; but, on the other hand, 
ammonium salts and other non-alkaloidal substances are also pre- 
cipitated by Sonnensrhein’s reagent. The phosphomolybdatcs are 
decomposed by ammonia, in some cases with the production of a white 
precipitate of the liberated alkaloid, which can usually J)e dissolved 
by agitation with a suitable solvent, but when the alkaloid is readily 
oxidisablc, treatment of the phosphomolybdate with ammonia is 
attended with the formation of a blue or green colouration indicating 
reduced molybdic acid, 'bhis occurs in the cases of aconitine, atropine, 
berberine, codeine, colchicine, coniine, morphine, nicotine, physostig- 
mine (eserine), etc. When this occurs the alkaloid is best recovered 
by mixing the moist precipitate with potassium or sodium carbonate, 
and extracting rapidly with strong alcohol. 

Phosphotungstic acid, Scheibler’s reagent, is used in a similar 
manner to Sonncnschein’s reagent and gives similar reactions with 
alkaloids. It is prepared by dissolving 100 parts of sodium tungstate 
and 60 to 80 parts of sodium phosphate in 500 parts of water, and add- 
ing nitric acid till the reaction is acid; or ordinary sodium tungstate 
may be digested witli half its weight of phosphoric acid of 1.13 sp. gr. 
and allowed to stand for some days when phosphotungstic acid will 
separate in crystals. Scheiblcr’s reagent precipitates 1:200,000 solu- 
tion of stryclmine and 1:100,000 solution of quinine. The alkaloids 
may be recovered from their phosphotungstates in the same manner 
as from their phosphomolybdates (see above). • 

Metatungstic acid, silicotungstic acid [R. Godeflfroy], and 
Phosphoantimonic acid [Schultze] have been proposed as precipi- 
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tants for alkaloids, but the advantages claimed for them have not led 
to their general adoption. 

Bromine dissolved to saturation in strong hydrobroinic acid has been 
recommended as a general reagent for alkaloids by T. G. Wormlcy. 
It is probable that hydrochloric acid might be substituted for the 
hydrobromic acid, without detriment to its efficacy, irorwley's 
reagent produces yellow amorphous precipitates in solutions of many 
alkaloids, and cr>^stalline precipitates with atropine, hyoscyamine, and 
veratrine, the microscopic appearance of the precipitate being in each 
case characteristic. C. L. Bloxam {Chem. Neu’s, 1883, 47, 215) has 
pointed out that certain of the alkaloids give characteristic colour 
reactions when bromine water is added drop by drop, to their solutions 
in dilute hydrochloric acid. Thus brucine is stated to yield a violet 
colour, and strychnine the same on boiling; narcotine a rose pink, 
and the same with {quinine, changed in the latter case to the charac- 
teristic grass-green colour on adding ammonia. With excess of 
bromine, str)'chnine, ])rucine and narcotine readily give yellow pre- 
cipitates; while quinine, morjffiine and cinchonine are only precipitated 
with difficulty or from strong solutions. 

Iodine, dissolved in a solution of potassium iodide [IVagner's reagent], 
yields reddish or red-brown precipitates with nearly all tlie alkaloids, 
even in very dilute solutions. The prccij)itates are formed more 
readily in solutions slightly acidified with sulphuric acid. The quan- 
tity of the reagent used should be insufficient to colour the solution yel- 
low. Precipitation is so general and occurs in such dilute solutions, 
that a negative reaction is almost conclusive proof of the absence of 
ordinary alkaloids, though precipitation is not conclusive proof of the 
presence of an alkaloid. The precipitates from aqueous solutions are 
usually amorphous, though codeine, narceine and strychnine are 
exceptions. In alcoholic solutions the precipitates are sometimes 
not formed, or are deposited very slowly ; but when produced they are 
often of dilferent character from those yielded in aqueous solutions, 
and in some cases are crystalline. 'The precipitates are mostly per- 
iodides of the alkaloids, the formula? in some cases being very complex. 
Thus with quinine there is first a formation of with fnore of 

the reagent BHI,I, is obtained; while in alcoholic solution, in pres- 
ence of free sulphuric acid and with an excess of the reagent, the 
curious quinine iodosulphate or herepathite B,,3H2S0,,2HI,I,,3H20 
is produced. The periodides of the alkaloids have been studied ex- 
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tcnsively by Prescott and Gordin (/. Amer. Chent. Soc., i8q8, 20, jo 6 ', 
1899, 21, 231; ArcJi. rharm.y 1899, 237» 380, 439 )j '^'ho have based 
on their formation a general method of estimating alkaloids depending 
on the addition of the alkaloidal solution to a known volume of stand- 
ard iodine, and die titration of the excess of iodine left in solution, after 
complete precipitation of the alkaloid periodide. For a further 
development of the method see Gordin {Pharm. Archives, 1899, 2, 
313; Arch. Pharm., 1900, 238, 335; 1901, 239, 214, 615) but compare 
Kippenl)erger {/.cil. Anal. Chrm., 1903, 42, loi). The alkaloids may 
be recovered from their periodides by treating the precipitate with 
sulphurous acid, a sulphite and dilute sulphuric acid, or sodium 
thiosulphate, and then adding an alkali and shaking with a suitable 
immiscible solvent. Treatment with sodium thiosulphate, avoiding 
excess, is a convenient means of purifying the periodides from adher- 
ing foreign matter. The reduced solution is filtered and again treated 
with Wagner’s reagent, when the periodide is obtained in a condition 
of purity. 

The strength of Wagner’s reagent may vary within, wide limits, 
but ordinary' A'/ 10 solution of iodine is suitable for general use. 

Cadmium potassium iodide reai^cnt], employed in solu- 

tions acidified with sulphuric aciil, gives with alkaloids precipitates 
which are at first amorphous, but which often become crystalline on 
standing. They arc soluble in alcohol, and in excess of the cadmium 
solution. 

Bismuth potassium iodide [Dragendorff’s reagent], is best made 
by mixing 16 volumes of the British Pharmacopaia solution of bis- 
mutli citrate with i of strong hydrochloric acid (sp. gr. 1.16), and 
adding potassium iodide equal in weight to the hydrochloric acid 
used (J. C. Thresh). The resulting liquid has an orange colour, and 
when added to solutions of alkaloids, strongly acidified with sulphuric 
acid, forms orange-red precipitates, which appear to be, in most cases, 
wholly insoluble in cold water. The following are the limits of delicacy 
according to Thresh (Pharm. Joitm., 1880 [///], 10, 641, 809); Strych- 
nine, I in 250,000; quinine i in 200,000; q«uinidine i in 150,000. 
cinchonidine i in 125,000, narcotine i in 50,000; brucine and aconitine 
I in 40,000; atropine i in 25,000; morphine and narceine, i in 20,000; 
codeine i in 17,500; apomorphine i in 12,500; berberine i in 6,000; 
caffeine i in 3,000. (See also F. Mangini Gazetta, 1882, 12, 155). 
Thoms (Ber. Deut. Pharm. Ges., 1905, 15, 85) has recently used this 
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reagent for the isolation of alkaloids as part of a general method of 
estimation, the alkaloids being regenerated by the action of sodium 
carbonate and hydroxide, extracted with ether and titrated with N/ioo 
hydrochloric acid in presence of iodeosin. 

Potassium mercuric iodide [Mayer’s reagent] is prepared by 
dissolving 6.775 g^m. of dry crystallised mercuric chloride and 25 grm. 
of potassium iodide separately in water, mixing the solutions so 
obtained, and diluting the mixture to 1,000 c.c. The solution thus 
obtained is Xj 20 and of convenient strength for general use, though of 
only one-half the strength originally proposed by F. F. Mayer {Chem. 
NewSi 1863, 7, 159). A. B. Prescott has pointed out {Chem. Ncivs, 
1882, 45, 1 14, 123) that the proportions of mercuric chloride and 
potassium iodide used in making Mayer’s solution correspond to 
HgCl^d-bKI, which might be supposed to react to form 2KI,Hgl2 + 
2X14- 2KCI; but the reactions of the solution point rather to the 
formula KIjUgUT 3KI4- 2KCI. Nevertheless the proportion of 
potassium iodide cannot be greatly reduced without precipitation of 
mercuric iodide; but a permanent solution can be obtained with mer- 
curic chloride, potassium iodide, and potassium bromide, used in the 
proportion indicated by the formula I[g('l2-l-4KI-h KBr. Mayer’s 
reagent precipitates the great majority of alkaloids, and in some cases 
from very dilute solutions. Applied, as it always should be to solutions 
rendered distinctly acid by hydrochloric or sulphuric acid, ammonia 
does not interfere, but the solution to be tested must not be more than 
slightly alcoholic, and must not contain acetic acid. The precipitates 
yielded by alkaloids with the reagent arc usually yellowish-white in 
colour, and curdy or flocculcnt. T hey arc more or less soluble in 
alcohol, ether, acetic acid, iodides, and sometimes in an excess of the 
reagent. Certain other organic matters besides alkaloids are also 
precipitated by Mayer’s reagent, which therefore loses much of its 
value when applied to unpurified solutions. 

It is occasionally employed as a means of making an approximate 
volumetric estimation of the alkaloid present in a solution; but 
unfortunately the coriposition of many of the precipitates obtained 
with it varies to a serious extent with the concentration of the solution, 
the proportion of acid present, and the excess of the reagent. 

With strychnine, the • composition of the precipitate produced by 
Mayer’s reagent approximates to BHTHglj; with morphine it appears 
to be a variable mixture of B(HI)<,(Hgl2)3 and B(HI)e,(Hgl2)3; 



192 


THE VEGETABLE ALKALOIDS. 


while with quinine the precipitate is not far from the composition 
Bj(HI)g,(Hgl2)3. These formulae refute the statement made by 
Mayer and reproduced by various writers, that the precipitates are of 
definite composition, containing either i, 2, or 3 molecules of the base. 
It has been proved by Lyons that the precipitates nearly always con- 
tain a smaller proportion of mercury (often less than three-fourths) 
than has been assumed to be present in them. The subject has also 
been investigated by Prescott (Chem. News, 1882, 45, 114, 123). 

If Mayer’s reagent is added until precipitation ceases, there will 
always be a large excess of the reagent present. This excess bears a 
relation to tlie dilution of the liquid, and the more dilute the solution, 
the larger the volume of Mayer’s solution requisite to effect complete 
precipitation. Hence, in order to render titration with Mayer’s 
reagent of any value, it is essential that the solutions operated on shall 
be nearly of uniform concentration, and that the reagent be added in 
exactly the same manner. It is further desirable, whenever possible, 
to make an experiment, side by side with the alkidoidal solution, with 
a known weight of the same alkaloid in a state of purity, to avoid any 
assumption as to tlie behaviour of the volumetric solution with the 
alkaloid in question. 

The following is the usual method of performing the titration of an 
alkaloid with Mayer’s reagent: The solution, which should be dis- 
tinctly acid and contain, as a rule, 0.5% of the alkaloid, is treated with 
the reagent as long as a distinct precipitate is produced. As there is no 
definite end-point and no satisfactory indicator has been as yet devised, ^ 
it is necessary to filter a portion of the solution to ascertain if the pre- 
cipitation is complete. A minute filter, about half an inch in diameter, 
supported on a ring of platinum wire, may be used. A drop or two of 
tlie filtered liquid- is placed on black glass, or on ordinary glass or 
black paper, and a drop of the volumetric solution added from the 
burette, when die faintest turbidity will be readily perceived. Before 
the end of the titration all the trial-filters and test drops are returned 
to the solution containing the main quantity of the precipitate. 

^ Maypr proposed to ascertain the excess of the reaRent by titrating back with standard 
silver nitrate solution, without filtering, using potassium chromate as an indicator As 
pointed out by Lupinski, the suggestion ignores the accumulation of chlorides and iodides 
in the solution, as also the fact that some of the precipitates react but slowly with silver 
nitrate. Recently Heikel has suggested {Ch^nt, Ze*t., 1908, 3a, 1149, nCa, 1186. 121a) 
that titration with Mayer’s reagent may bo much improved by adding the reagent in ex- 
cess to the alkaloidal solution, titrating the excess by adding a known excess of potassium 
cyanide and estimating the unused cyanide by titration with standard silver nitrate, in 
presence of ammonia. 

• A convenient form of filter-tube for the purpose has been described by Bird (Pharm, 
Jour., 1887 [i«l. * 7 i 826). 
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The end of the action is the point at which the reagent ceases to 
produce a precipitate, and it is worthy of notice that, before this point 
is reached, a condition of equilibrium is attained, in which the solution 
is liable to be precipitated by the addition of either alkaloidal solution 
or the mercury reagent. 

Lyons has investigated the behaviour of various alkaloids with 
Mayer’s solution, noting the clTect of concentration and tlie volume of 
the reagent required to precipitate completely a delinite weight of 
alkaloid; in addition, tlie volume rcniuired to produce an apparent 
excess of the mercury reagent (so that the licjuid would give a precipi- 
tate with more of the alkaloidal solution) ; and also the actual excess of 
Mayer’s solution used, as estimated from the (juantily of mercury 
present in the solution. 

Lyon’s results are given in the following table, reproduced from his 
Manual oj Pharmaceutical Assaying, I'he mercurial solution was 
NI20, and o.i grm. of alkaloid was employed in each case: 

From a study of this table by Lyons, it appears that while a notable 
excess of the rc:i,gent is generally needed to effect complete precipitation, 
the weight of the precipitate is in many cases considerably below the 
amount indicated by theory. Better results in this respect are obtain- 
able by allowing the liquid with the suspended precipitate to stand for 
.-omc time. Lyons states that, under these circa mstance.s, the atropine 
precipitate becomes dense and crystalline and in part adheres to the 
beaker, in which it can be washed by decantation, dried, and weighed, 
the amount thus found falling little short of the theoretical weight of 
0.245 grm. for 0.100 of alkaloid. 
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Alkaloid 


Solution 


Con- 

Condi- cen- 
tum tr.i 

tion 


Volume of reagent 
m 0 c. 


For 'For com- Used ' 
appar- plete in 
enttx precipi- excess j 
cess tation 


Weight of 
alkaloid 
precipitated 
by I c c. of 
reagent 


Aconitine ... , 


i 200 ' 

Atropine . . . 


1 200 , 

Atropine .... i 


1 100 1 

Atropine . . [ 


1 600 1 

Berberine . . 


1 300 ' 

Berbenne . . . . 


1 40a 1 

Berbcrinc 

Nearly 
neutral ' 

I Ooo ' 

Brucine 

1 200 

Brucine... . 

Ncarl> 

neutral 

1 400 1 

Brucine . 

Aud 

1 100 

Brucine 

Nearly 

neutral 

1 600 

Cinchonidinc 


I 100 ' 

Cinchonidine 


1 200 ' 

Cinchonidinc . . 


1 200 

Cinchonine 


I too , 

Cinchonine . . 


I 100 [ 

Cinchonine . . . 

Neutral 

I 300 

Cinchonine 

At id 

1 200 ] 

Cinchonine , . . 

Neutral 

I 400 1 

Cinchonine 

Acid. 

1 400 

Cocaine 


1 200 

Cocaine 


1 400 

Cocaine 


I 600 

Colchicine 


1 300 

Colchicine 


I 400 

Colchicine 


I 900 

Colchicine . . . 


I 800 

Emetine . . 


I 200 

Emetine. 


I 400 

Emetine 


1 600 

Gelsemine 


I 300 

Gelscmine 


1 400 

Hydrastinc 


I 200 

Hydrastinc 


I 400 1 

Hydrastine 


1 600 ' 

Hyoscyanine 

1 

I 300 1 

Morphine 

1 • • 

I 300 ' 

Morphine 

’ 

I 400 ! 

Pilocarpine . 


I 300 

Pilocarpine 

Neutral 

I 300 ' 


uinine 

I 200 ' 


uinine 
uinine . . 

Acid 

I 300 

1 400 

r 

uinine . . . 


I Ooo 

s 

trychnine 

1 Neutral 

I 200 

Strychmiu' 

1 400 

Strychnine 

j Acid 

' 1 400 

Strychnine . 


I 600 



71 3 0 

.0141 

7 0 

n • I , 30 

.0077 

0 0 

140 3-5 

.0073 

6 0 

IS 0 36 

. 0067 


.3 8 ! 

. 0263 


3 0 

.0257 


4 

0218 


80 17 

01 2S 


8 8.. 

.0114 


9 8 ' 

.0102 


<) 3 

.0109 

13 4 ! 

138 10 

.0073 

1 3 4 1 

US ' 07 

.0074 


1 s 6 3 0 

. 0064 


12 8 1 08 

.0078 


14 0 1 13 

0073 

7 9 

10 8 ; 

0093 

8 0 

14 3 

J 0071 

8 0 

12 4 34 

0083 

9 b 

14-18 

007 tf3 0086 


12 3 . 

i 0078 

10.0 

14 4 ‘ 46 

.0069 


lO 0 53 

! 0063 

3 » 1 

9 2 

1 .0109 

4 . 3 

II 4 

0088 

5 0 

12 6 

0080 

4 0 

14 () 

1 .0067 

8 0 

9 4 1 04 

1 0106 

8 8 

10 2 10 

1 0098 


10 6 1 06 

1 0094 

S 8 

10 4 1 • 

i 0096 

S 

12 0 

1 0084 


7 4 1 

OUS 


8 0 1 . 

! .0125 


84 ! . • • 

1 0119 


« 5 1 

1 0116 

7 0 

1 4 91 [ 

' 0128 


89106 

1 olio 

4 8 

j lO 8 ' 

; 0060 


; 20 0 

j 0050 

11 0 

lb 4 ' 

1 0061 

12 4 

1 iH 0 

' .0056 

12 8 

1 16 8 ^ . 

' .0060 

1 3 3 

20 0 

1 .0050 


'no 06 

0091 

II 6 

1 12 0 , 

1 0084 

1 1 6 

! 12 3 

0082 

1 1 3 

i I I .9 ' 06 

.0087 


Weight of 
fresh 

precipitate 

after 

drying at 

lOO* 

. 180-. 190 

. 316-. 230 
193-. 300 

.300-* 315 

330". 37 S 

333- 345 

346 

160 

356 

185 -. 3CO 
300-. 310 

.330- 350 
I 9 O" 240 

. 240-.350 

310-.33S 
.260- 275 


The following data showing the behaviour of alkaloids with Mayer’s 
reagent are tabulated from the descriptions of Dragendorff {Plant 
Analysis and Analyse Chimique de quelqius Drogues Actives): 
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Alkaloid 


I Milli- 

Dilution' grams of 
of ; alkaloid 
solution 1 ppld 
; by I c c 


Correction 
for solu- 
bility. 
Mgrnis 
j for 10 c c 
, filtrate 


Observer 


Conditions of prciip- 
itation 


Aconitine. ' . . . 

13 4 S 

Pseudaconitine 

19 4 * 

Atropine. . . . 

I 200 

4 85 , 

Atropine . . 

1 330 j 

4-14 ; 

Hyoscyamine 

I 200 

3 49 ' 

Emetine . . 

9 4 S 

Coniine . . . . 

I 200 

6 25 

Coniine 


2 . 10 

Nicotine 


2 02 

Strychnine 


8.35 1 

Strychnine 

. 8 10 

Brucine ... 

I- 9 8<; 

Brucine . 

1165 

Colchicine . . 

1 600 

• 1 5 85 

Morphine . . 

10 00 

Narcotine 

10 65 

Veratrine 

14 80 

Veratnne 

1 3 30 

Physostigmine . 

6 87 

(esenne) 


Berbenne . 

2125 

Chehdoninc 

8 37 

Sanguinarine 

7 i 

Quinine 

5 40 1 

Cinchonine . 

.3 10 I 


o 5 Dragendorff 
, Dragendorff 
. . Dragendorff 
o 5 i Dragendorff 
: Dragendorff 
Dragendorff 
I Dragendorff 
I Mayer 
1 Dragendorff. 
! Dragendorff 
Mayer . 
Dragendorff 
, Mayer 
Dragendorff 
Dragendorff 
Dragendorff 

0 7 ' Masing . 

! Mayer. . . 

1 o I Masing 

1 beach . . . 
, Masing.. 

I Masing 


Ample tunc requiied 
for precipitation. 


\ Faintly acid only 
, j KCl prestnt 
I f Sol strongly acidi- 
■ [ fied. 

I > Sol. faintly acid only, 
j Sol strongly acid 


I Slightly and solution. 


I 


Hereth (Pliarm. Record, 1886, p. 209) has proposed an improved 
method of operating with Mayer’s reagent, which allows ample time 
for the precipitate to form. A number of equal portions of the solu- 
tion to be tested are treated with the mercurial solution in volumes 
increasing regularly by o.i c.c., and allowed to stand 8 or 10 hours. 
Trial-portions of each mixture are then removed and tested with 2 
drops of Mayer’s solution, when a particular mixture will be found to 
have the mercurial solution in slight excess, while in the previous mix- 
ture it is deficient. The true amount lies between the two, and it is 
easy to ascertain the exact volume required. 

Gordin has pointed out that although the composition of alkaloidal 
precipitates with Mayer’s reagent varies, yet the amount of hydriodic 
acid in relation to the amount of alkaloid in the precipitate remains 
constant and has based on this observation a method for the estimation 
of alkaloids volu metrically. The alkaloid is dissolved in a known 
quantity of standard hydrochloric acid and precipitated completely 
by Mayer’s reagent (or iodine solution, see page 189). The acid 
remaining in solution is then estimated. The relation between alka- 
loid and acid carried down being known from a preliminary estimation 
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made with the pure alkaloid, the quantity of acid carried down and 
cons(Hjuently the quantity of alkaloid in the precipitate can be calcu- 
lated (Bcr., 1899, 32, 2871, and Arc/i. Pharm., 1900, 238, 335; 1901, 
239, 214, 645) but compare Kippenberger {Zeit. Anal. Chem., 1903, 
42, lOl). 

Strychnine, brucine, and quinine are among the alkaloids yielding 
the least soluble precipitates with Mayer’s solution. With atropine, 
coniine, nicotine, and morphine the reaction is far less delicate, and 
solanine, colchicine, caffeine and theobromine are not precipitated at all. 

Mercuric chloride, IlgC'U gives, with certain alkaloids, precipi- 
tates of which the crystalline form or m. p. is characteristic. 
As a rule the precipitates have the composition represented by the 
formula B. IKl, IlgCU, though the atropine compound has the formula 
B.IICl,2lIgCl2, and are less insoluble than those produced by Mayer’s 
reagent. 

Auric chloride, AuCl^, gives yellow^ precipitates of alkaloidal auri- 
chlorides with hydrochloric acid solutions of many of the alkaloids. 
They arc generally represented by the formula B.IIChAuClg. Com- 
pounds of the type B.AuC'l., are also known and others such as auro- 
chlorcaffeine, in which the group AuCl, replaces i hydrogen atom 
in the alkaloid (I)unstan and Shepheard, Trans. Chem. .Vec., 1893, 
201, and Dunstan and Harrison, ibid., 443). Auric chloride has 
the advantage tliat ammonium salts are not precipitated by it; but the 
precipitates are unstable, the yellow colour in many cases rapidly 
changing to reddish-brown, while the sut}ernatant liquid occasionally 
acquires an intense red colour, especially if the alkaloidal solution is im- 
pure. The auriclilorides of the Solanaceous alkaloids arc particularly 
useful for the separation and identification of members of this group. 

Platinic chloride, PtCl^, is a useful reagent for many alkaloids, 
with the hydrochlorides of which it combines to form platinichlorides. 
In some instances these double salts have the formula BjIi^PtCl^ and 
in other cases B3,H2PtClo. Some of the cinchona bases form platinum 
salts of both series. 

The platinichlorides of the alkaloids vary in^olour from pale yellow, 
through orange and red, to brownish-red. They are mostly sparingly 
soluble in water, and hence are usually formed as precipitates on adding 
platinic chloride to a solution of the alkalpid acidified with hydro- 
chloric acid. Xanthine, caffeine, colchicine, and pelletierine are 
among the alkaloids not precipitated. Of the rest the platinichlorides 
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of quinine, cinchonine, morphine and strychnine are amonj:^ those 
dissolved by hydrochloric acid. The m. p. of the alkaloidal 
platinichlorides are often characteristic. 

Potassium permanganate, KMnO^, produces characteristic reac- 
tions with certain of tlie alkaloids. Beckurts and List have exam- 
ined the behaviour of a number of them, by adding a solution of 
the reagent, drop by drop, to a cold saturated aciucous solution of the 
hydrochloride of the base. Immediate reduction of the perman- 
ganate, with separation of brown manganese di-oxide, was observed 
with the hydrochlorides of quinine, cinchonidine, cinchonine, cinchon- 
amine, brucine, veratrine, colchicine, coniine, nicotine, physosligminc 
(eserine), codeine and thebaine. The solutions of atropine, hyoscya- 
minc, pilocarpine, berberine, piperinc, and stryclminc were coloured 
red, the reagent being only gradually reduced. 

With morphine hydroclrloride the permanganate produced a white 
crystalline precipitate of oxydimorpliine, which, when jiltered off and 
dried, could \}e recognised by its characteristic reactions. Apomor- 
phinc hydrochloride immediately reduced the reagent, with production 
of an intense green colour. 

On adding a few drops of N / lo solution of potassium perman- 
ganate to a concentrated solution of narceine hydrochloride a reddish 
precipitate is immediately formed, which is very stable in the cold and 
in the absence of an excess of the reagent, but is decomposed on heating 
or by addition of more permanganate. Solutions of papaverine hydro- 
chloride, and of narcotine, if diluted with hydrochloric acid, at first 
behave similarly, but the precipitates are much less stable than narceine 
permanganate, and soon discolour and decompose with separation of 
manganese di-oxidc. 

Geisel {Pharni. Zeit., 1886, 31, 132) has pointed out that cocaine 
gives a comparatively stable permanganate, which forms a purple- 
violet precipitate of characteristic microscopic appearance. The 
precipitate forms only slowly in dilute solutions, and undergoes gradual 
decomposition. Dunst^in and Carr {Pharm. Jmirn., 1896 [iv], 2, 
12 1) have showTi that aconitine yields a characteristic, crystalline 
unstable permanganate, which may be used as a test for this alkaloid. 

Colour Tests. 

Many of the alkaloids give brilliant and in some cases character- 
istic colourations when treated with appropriate reagents. The 
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statements made in the Jiterature regarding the colours afforded 
by alkaloids with such reagents vary widely; thus it is not un- 
common to find one author asserting that a particular alkaloid 
yields a blue colour with some reagent, w'hile a second author asserts 
that it remains colourless in contact with the same reagent. For this 
reason the reaction should be compared with that yielded by the pure 
alkaloid treated side by side with the specimen under investigation. 
The reagents, which have been proposed as colour-tests for alkaloids 
are very numerous, and have not always been chosen or applied with 
discretion, nor with a due regard to purity. The colour reactions 
may be classified as (i) those produced by dehydrating agents, such 
as strong sulphuric acid, phosphoric acid, and zinc chloride;^ (2) those 
given by oxidising agents not of themselves yielding colours, such as 
nitric acid, chlorine, bromine or bleaching pow'der; or sulphuric acid 
and oxidising agents such as potassium chlorate, perchlorate, or per- 
manganate; (3) those given by oxidising agents, which themselves 
yield a coloured product by reduction, such as iodic acid and reagents 
containing chromic, molybdic, tungstic or vanadic acids; and (4) 
colourations produced by certain special reagents, such as ferric 
chloride, hydrocliloric acid, and sulphuric acid with sugar (see Mor- 
phine, page 366). 

As a rule the best method of observing the colour indication of an 
alkaloid is to apply a drop of the reagent by means of a glass rod to a 
minute fragment of the solid alkaloid placed on a porcelain plate or 
in a tlat porcelain dish. An alkaloidal residue obtained by careful 
evaporation in a porcelain capsule of an alcoholic, ethereal, chloroform 
or other solution may be very conveniently employed for observing 
colour indications. 

Concentrated hydrochloric acid gives colour indications with a 
few alkaloids. Thus, reddish colours are yielded with physostigmine 
(eserine), veratrine (cevadine), proto veratridine (on warming), 
veratridine (on warming), and vcratroidinc, and a yellow with thebaine. 
On addition of chlorine water after hydrochlo/ic acid, berberine gives 
a red colour. Nicotine yields an amorphous hydrochloride and coniine 
a crystalline salt on evaporating the solution in hydrochloric acid. 

* In using line chloride, Czumpelit* directs that the substance to be examined should 
be first carefully dried, moistened with a solution of i grm of fused zinc chloride m 30 c c. 
of water, and dried again. If thus treated, strychnine takes a scarlet colour, thebaine a 
yellow, narceine an olive-green, delphinine a red-brown, berberine a yellow, ve/atrine a 
red and quinine a pale yellow The presence of brucine prevents the colouration of strych- 
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Concentrated sulphuric acid gives colour indications with a 
number of alkaloids, the colouration varying with the degree of heat 
applied. The following reactions have been observed when the acid 
is dropped on the solid alkaloid, without applying heat: No colour, 
or a faint straw tint only, is yielded by pure aconitine, atropine, caffeine, 
chelidonine, cinchonidine, cocaine, codeine (violet on warming), 
hyoscine (scopolamine), hyoscyamine, gelsemine, morphine (purple to 
brown on warming), nicotine, pilocarpine (blue, Reichard, Pharm. 
Centr- H, 1907, 48, 417), quinine, quinidine, staphisagrine, brucine, 
strychnine, physostigmine (eserinc), and theobromine. Yellowish 
colourations are given by colchicine, gnoscopine, jervine, and by 
many other alkaloids in presence of impurities. Reddish colours are 
produced either immediately or gradually with impure aconitine, 
apomorphine, cocaine (impure) , coniine ( pale red?) , gelsemine ( impure) , 
meconidine, narceine (changing to black), narcotine (yellowish-red 
changing to violet and blue), physostigmine, rhocadine, veratridine, 
protoveratridine, veratrinc, veratroidine, solanine (violet), taxine and 
thebaine. Bluish colourations are yielded by cryptopine, curarine 
(after a time), and papaverine (rose to violet on heating) (Hesse, J . 
pr. Chem., 1903 [fi], 68, 190). Greenish colours are given by beberine, 
berberine, emetine (brownish to green), piperine, pseudomorphine, 
protoveratrine (green to blue or violet), jervine, and sometimes by 
rhoeadine. 

Some characteristic changes of colour can be obtained by gradually 
warming the capsule in which the test is being made, by placing it 
over a small beaker of boiling water. The ultimate result is usually 
browning and charring of the alkaloid, but the intermediate indications 
arc often of value. 

Many substances besides alkaloids give more or less brilliant colour 
changes with strong sulphuric acid. Thus red colourations (often of 
a brilliant hue) are obtained with amygdalin, columbin, cubebin, 
elaterin, hesperidin, phloridzin, populin, salicin, sarsaparillin, senegin, 
smilacin, syringin, and many tannins. 

In applying sulphuric acid as a colour test for alkaloids it mUst be 
remembered that the presence of a very minute quantity of nitric acid, 
often present as an impv^rity, greatly modifies the colourations pro- 
duced by many of the alkaloids. Thus, if the treatment with sulphuric 
acid (without applying heat) be followed by the addition of a very 
minute quantity of nitric acid (at the end of a glass rod drawn out 
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to a point), or a minute fragment of solid potassium nitrate, the 
following results will be obtained:^ 

No colour with atropine, caffeine, cinchonidine, cinchonine, nicotine, 
pilocarpine, quinidine, quinine, staphisagrinc, strychnine, or theo- 
bromine; red colouration with brucine, curarinc, narcotinc (reddish- 
\iolet or blood-red), physostigmine (escrine), cytisine (orange-yellow), 
tliebaine, and veratrine (gradual change to cheny-red). Special and 
peculiar changes of colour are produced with this test by morphine, 
codeine, and colchicine, and by atropine (on further addition of sodium 
hydroxide), and are described in the respective sections on these 
alkaloids. 

Strong nitric acid, of 1.40 to 1.42 sp. gr., gives more or less char- 
acteristic colour indications with a number of alkaloids. A drop of 
this acid should be applied by means of a glass rod to a minute frag- 
ment of the alkaloid, or to a residue left on evaporating a solution on 
white porcelain. No colouration is yielded by aconitine (when pure), 
atropine (the residue on evaporation is coloured violet by alcoholic 
sodium hydroxide solution), cytisine, caffeine, cinchonidine, cinchonine, 
coniine, gelscmine (impure, greenish), quinidine, quinine, strychnine, 
nicotine or theobromine. Yellcnvhh colours are obtained with impure 
aconitine (colour varies from yellow to red and brown), codeine 
(orange-yellow), morphine (yellow to red), narceine, narcotine, 
papaverine (orange), piperine (orange), rhoeadine, thebaine, and 
veratrine. Red shades arc produced by impure aconitine (colour 
varies from yellow to red and brown), apomorphine, beberine (red to 
red-brown), berberine (red-brown), brucine (blood-red), papaverine 
(orange-red), pscudomorphine (orange-red), curarine and physostig- 
minc (cserinc). Gelseminc yields a deep bluish-green residue on 
evaporation. Blue colours arc said to be given by colchicine and 
solanine (pink, Cazeneuve and Brctcau,C(?m/>/. Rend., 1899, 128, 887). 

Sulphomolybdic Acid [Frbhde’s Reagent]. — This is one of the 
most useful of the oxidation tests for alkaloids but it must be borne 
in mind tliat the colours produced are those lower oxides of molyb- 
denum, and that various other substances besides alkaloids readily 
reduce molybdic acid with the formation of these coloured oxides. 
The reagent itself, if strongly heated, acquires a blue colouration. It 

* Erdmann applies this test by mixinc 6 drops of nitric acid of i.aj sp. gr with loo c c. 
of water, and adding lo drops of the dilute acid so obtained to ao grm. of sulphnnc acid. 
From 8 to lo drops of the solution so prepared, or Erdmann's Reagent, is added to i or a 
mg. of the solid to be tested, and the colour observed after ao or 30 minutes. 
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is prepared by dissolving 5 mg. of molybdic acid or ammonium 
molybdate in i c.c. of strong sulphuric acid. No colouration is 
obtained with cinchonidine, cinchonine (blue, Rcichard, Pharm. Zeit , 
1905? 5 314), coniine, delphinine, scopolamine, hyoscyamine, atropine, 
nicotine, strychnine, caffeine, or theobromine. Yellowish colourations 
are given by aconitine, colclucinc, and piperine. Reddish shades of 
colour are produced by brucine, narceine (red, changing to blue), 
solanine, thebaine (orange), and vetatrine (gradual production of a 
cherry-red colour). Bluish colours arc given by codeine (gradual 
production of deep blue), morphine (violet-blue, then dirty green, 
changing to deep blue), narceine (yellowish-brown, changing to red 
and blue), papaverine (bluish violet), slapliisagrine (violet-brown). 
Greenish colourations are produced by apomorphine (green to violet), 
beberine (brown-green), berberine (brown-green), emetine (red, 
changing to green, and turned blue by hydrochloric acid), quinine 
(pale green), and quinidinc (pale green). 

Ferric chloride gives a few characteristic colourations, the most 
important being the blue indication with morphine, bluish-green with 
the mixed ipecacuanha alkaloids (Allen and Scott-Smith, Analysty 
1902, 27, 345), and the garnet-red colouration with colchicine. A 
freshly made mi.xture of ferric chloride and potassium ferricyanidc 
(free from ferrocyanidc), in aqueous solution, has a yellowish-brown 
colour; but in presence of certain alkaloids it is immediately coloured 
blue (or green) owing to the production of Prussian blue. This 
reaction was at first regarded as characteristic of the ptomaines, but 
it is produced by any readily ox»disable alkaloid, and hence is given 
immediately by morphine, aconitine, physostigmine (eserine), etc., 
and after a short time by hyoscyamine, emetine, colchicine, nicotine, 
and many of the tar-bases. 

Oxidation colour changes are also produced by reagents having 
a more powerful oxidising action than the foregoing. Thus strong 
sulphuric acid may be employed in conjunction \vith potassium nitrate, 
chlorate, perchlorate^ permanganate, dichromatc, and ferricyanidc, 
or with metallic peroxides, such as those of manganese (Mn02), lead 
(PbOj), ruthenium (RuO,), uranium (UjO,), and cerium (CcgO^). 
The most important of the colour indications obtained with such 
reagents are those given by strychnine, atropine, pereirine, quebrachine, 
curarine, and gelsemine {q. v.). 
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Reactions of the Alkaloids with Acids. 

Many of the alkaloids are strongly alkaline and most of them form 
well-defined salts but in other cases the basicity is feeble and no salts 
are formed with acetic and other weak acids and the salts with the 
stronger acids are dissociated in presence of water. Very few of the 
alkaloids form carbonates and consequently the alkali carbonates or 
alkali hydrogen carbonates (bi-carbonates) may generally be used to 
liberate them from aqueous solutions of their salts. Most of the 
alkaloids, even those containing more than i atom of nitrogen, behave 
as monacidic bases and form only one series of salts with acids, thus 
B.HCl. Quinine and the cinchona alkaloids generally are, however, 
notable exceptions and behave as diacidic bases (compare Veley, 
Trans, Clicm. Soc., 1908, 93, 2114, 1909, 95, i and 758). This 
subject of the basicities of the alkaloids is of great importance in con- 
nection with their volumetric estimation and has been dealt with already 
(page 181), 

In preparing salts of the alkaloids cold dilute solujions of the 
mineral acids only are used and when the concentrated acids are 
applied or when the alkaloids are heated, especially under pressure, 
with even dilute solutions of the mineral acids, much more profound 
changes occur. The concentrated acids generally give rise to char- 
acteristic colour changes, which arc often employed as a means of 
identifying the alkaloids (see page 198). Apart from the more or less 
complete decomposition which generally accompanies these colour 
changes the chemical changes induced by mineral acids on alkaloids 
are of three types. * 

1. Dehydration. — This occurs with alkaloids containing at least 
2 hydro.xyl groups and results in the formation of the anhydro- or 
opo-alkaloids, typical cases being the production of a/>a- morphine from 
morphine and a^fJ-atropine from atropine, represented by the following 
equations: 

Morphine. .-Ipa-morphine 

C„H, 0,N = C„H2,0jN+rf,0 

Atropine. A atropine 

2. Elimination of Methozyl Groups. — A considerable number of 
the alkaloids contain methoxyl groups, e. g., codeine, quinine, narcotine, 
and papaverine. These alkaloids when heated with concentrated 
hydrochloric or hydriodic acid produces methyl chloride or methyl 
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iodide and leave as a residue a hydroxy-base. Thus the alkaloid 
narcotine may be regarded as the trimethyl-derivative of wor-narcotine, 
the latter being the ultimate product of the action of hydriodic acid 
on narcotine, thus: 

C,,H,,0,N(0Me)3-f3HI = C,„H,,0,N(0H)3 + 3MeI. 

Narcotine. Nor-narcotuie 

The quantity of methyl iodide eliminated in such reactions may be 
estimated by Zeisel’s method (Perkin, Trans. Chem. Soc., 1903, 83, 
1367). Methyl groups attached to nitrogen arc also eliminated as 
methyl iodide by the action of heat on the alkaloidal hydriodides and 
a development of Zeisel’s method has been applied to the estimation 
of such groups (Herzig and Meyer, Ber.^ 1894, 27, 319). 

3, Hydrolysis. — Many of the natural alkaloids have the constitu- 
tion of esters and when heated with alkalies or mineral acids undergo 
hydrolysis yielding acids and alcohols or phenols. A few are at once 
alkaloids and glucosides, and on hydrolysis by acids yield a sugar and 
secondary alkaloids. 

Typical aclions of this kind are the following: 

c,,H3303N+n30=cji,,ON+cyi,o03. 

AtroiJine, Tropine. Tropjc Acid. 

C ,O.N+ 2 HjO= C.H,50,N+ C,H,02+ CH,0H. 

CoLcime. Eegomne. Benzoic Methyl 

acid alcohol. 

rhe decomposition of narcotine by the action of dilute acids, water 
or alkalies at 140° may also be regarded as of this class though this 
alkaloid is not strictly of the ester type. 

C 22 H„ 0 :N-p H 3 O = cyi.oOy cyi,,oN3 

Narcotine, Opianic acid. Hydrocotanne. 

With Alkalies. 

Dilute alkalies decompose alkaloidal salts and liberate the free 
alkaloids. In a few cases where the latter contain phenolic hydroxyl 
groups, derivatives arc formed with sodium or potassium hydroxide 
and consequently such alkaloids dissolve in excess of the alkali. 
This occurs with morphine and codeine. 

The action of hot dilute alkalies on the alkaloids is much the same 
as that of hot dilute acids and leads, for example, to the hydrolysis of 
the ester alkaloids. Thus the hydrolysis of atropine, cocaine or 
narcotine referred to above may be equally well brought about by the 
action of dilute alkalies, or in some cases by the action of water alone. 
The action of alkali hydroxides on hyoscyamine in alcohol changes 
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this alkaloid into its racemic isomeride, atropine. The action of fused 
alkali hydroxides on alkaloids in some cases gives rise to colour 
changes similar to those produced by strong acids. The heating of 
alkaloids with dry alkali hydroxides leads generally to profound 
decomposition and the production of simple products such as pyridine 
or quinoline. 

With Methyl Iodide. 

The majority of the alkaloids arc tertiary amines and, as such, combine 
with I molecule of methyl iodide forming the alkaloidal mctliiodides 
which arc quatemary ammonium iodides and arc occasionally character- 
istic. The cliief interest of these derivatives is that they form the start- 
ing-point of a series of decompositions, which have thrown considerable 
light on the structure of certain alkaloids. For this series of reactions the 
name “exhaustive mcthylation” has been coined and its importance 
in alkaloidal chemistry may be conveniently illustrated by the following 
series of reactions in the tropine group. 


C^Hi^ON.Me— by loss of 

Tropino 


water— C^IIj^N.Mc— ♦by aVldition of— 


C,H,oNMcJ— by 

Ttopidino 

mclhindulo. 


action of moist— CjIIjoNMCjOH— by action— 

cilvfT nvidi' Mc'tliyltroimlinc r t . 

SnvtrOMUt ammomum hydroxide Ot licat 


CyH^NMCj— by addition of methyl— .C-lI^NMcjl— by action of— 
“p.dfn““' moist silver oxide 


by action of heat— NMcj-h II/_) 

Methyltrofiidino Tnmethyl- .Water 

methyl iimtnomum ammo 

hydroxide. Tropilidene. 


Tropilidcnc has been shown by Willstatter {Ber. 1901, 34, 129) 
to have the formula CH — CTI Cll 


CTI 


CII— CIT— CII 

Tropilidene 

This series of reactions is best accounted for ofc the assumption that 

CHj— CH CH, 

: . I i ' 

tropine is represented by the formula i ' N.Me CHOH 

i I I 

CH,— CH CH, • 

Trooine. 
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and from this the formula of atropine is readily derived, by the replace- 
ment of the hydrogen of the hydroxyl group by a tropic acid radical. 

This process of “exhaustive methylation” has been employed in the 
examination of a number of alkaloidal substances and is one of the 
most useful methods of investigation for this group. 

A few of the alkaloids are secondary amines and these react with metliyl 
iodide to form tertiary amines, so that with these bases “exhaustive 
methylation “ starts a stage lower ilow’ii. The reaction was first investi- 
gated by Hofmann and by Ladenburg for the st'condary base piperidine 
{her., 1881, 14, 494, 659, 1346; 1882, 15, 1024; 1883, 16, 2057). 


Behaviour with Oxidising Agents. 

The study of the oxidation of alkaloids has in a number of cases thrown 
light on their constitution particularly in the group of fjo-quinoline alka- 
loids including berberine, narcotinc, hydrastine, papaverine, narceine, 
corydaline, etc. As an example of the importance of this method of in • 
vestigation, reference may be made to the work of Dobbic and Lauder on 
corydaline (Trans. Chem Sac., 1902, 81, 145). By oxidation with dilute 
nitric acid ar/d permanganate this base yields the following series of 
derivatives: 


-> CnIE30<N 

Corydaline Dehyclrocorydaline. 

; I 

C-Hs(CO()H)j(()Me)j CnlluOiN 

fi 2 1 4) 

Hemipinic acid Corydaldinc 

C.,E2(C()On)v{OMc)2 

m tlemipinic acid. 


CihllnOfiN »> Ci7Hi.OhN 

Corydic acid Corvdilic and. 

1 

CaE(COOH)7(OMc)2 C HN((:00U)4 

„ 2 4 5] [2 ^ 4 6] 

m. Itemii-imc acid. Pyndme- 

Irtraciarboxylic 

acid 


The ultimate products of oxidation therefore indicate the presence 
in the molecule of corydaline of 2 benzene rings and 1 pyridine 
nucleus, and it is mainly on the basis of the study of the oxida- 
tion products that the formula proposed by Dobbie and Lauder 
(loc. cit.) for corydaline is founded (compare Haars, Arch. Pharm.^ 
1905, 243, 165). Similarly interesting results were obtained by 
Goldschmiedt in the study of the oxidation products of papaverine 
and by Ladenburg, Merling and others in the oxidation of tropinc. 
Certain of the alkaloid? in the fjo-quinolinc group under the action of 
oxidising agents undergo a kind of hydrolysis into base and aci'd, thus 
when narcotine is treated with dilute nitric acid, it decomposes into 
cotamine and opianic acid accoiding to the equation (cf. page 203) 

C22H23NO7 + H3O + O = -f- 

Narcotme, Opianic acid. Cotamine. 
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Behaviour with Other Reagents. 

The foregoing paragraphs give a brief resumd of the chief reagents 
which have so far proved most useful in the investigation of this group of 
compounds. In addition many of the alkaloids yield characteristic de- 
rivatives on reduction by the usual reagents, such as sodium amalgam, 
tin and hydrochloric acid, etc. When distilled with zinc dust, bases of 
the pyridine and quinoline series are usually obtained, depending on the 
nuclear structure of the alkaloid distilled. 

A number of the alkaloids contain hydroxyl groups and furnish 
esters when treated with acid anhydrides or chlorides. Hygrine is 
an example of an alkaloid containing a carbonyl group and ketonic 
compounds such as tropinone, cotarnone, etc., are not uncommon 
among the oxidation products of the alkaloids. These substances 
yield derivatives with the usual reagents for carbonyl groups, such as 
hydroxylamine, phenyl hydrazine, etc. 

CLASSIFICATION OF THE ALKALOIDS. 

Much attention has been devoted in recent years to the investigation 
of alkaloids and considerable progress has been made ih ascertaining 
the constitution of the more important members of the group. On 
the basis of this work some of the principal alkaloids may be classified 
according to their nuclear structure as follows: 

Pyridine Group. — C'oniine and the other alkaloids of hemlock, 
piperine, nicotine, and the other alkaloids of tobacco, arccoline and 
the other alkaloids of areca nut. 

Pyrrolidine Group. — Atropine, hyoscyamine and the Solanaceous 
alkaloids, cocaine and the odier coca alkaloids, pelletierine and the 
other alkaloids of pomegranate root bark. Sparteine. 

Quinoline Group. —Quinine, cinchonine and the other cinchona 
alkaloids, strychnine and brucine. 

f5(?-Quinoline Group. — Papaverine, narcotine, hydrastine, narceine, 
berberine, corydaline. 

Phenanthrene Group.— Morphine, codeine, thebaine. 

Purine Group. — Caffeine, theobromine. 

Glyoxaline Group.— Pilocarpine. 

Amino-acid Group. — Asparagine, leucine. 

Choline Group. — Choline, muscarine, betaine, sinapine. 

Alkaloidal Glucosides.— Solanine. 

Alkaloids of Unknown Constitution.— Aconitine, veratrine, 
yohimbine. 



VOLATILE BASES OF VEGETABLE 
ORIGIN. 


By frank O. TAYLOR. 

Certain plants contain bases which differ from the ordinary vegetable 
alkaloids, in being volatile, liquid at ordinary or only slightly raised 
temperatures, and in containing no oxygen. While resembling each 
other in the above respects, the volatile bases present little further 
resemblance. 

The volatile alkaloids are not numerous, being limited to the 
follo^v^ng substances, and a few others which have been but imper- 
fectly investigated. 

a. Arecoline and other alkaloids of areca nuts. 

b. Coniine and the associated alkaloids of hemlock. 

c. Hygrine, the volatile alkaloids of coca. 

d. Lobeline, the alkaloid of lobelia. 

e. Lupinined, other alkaloid of lupines. 

/. Nicotine, the volatile alkaloid of tobacco. 

g. Pelletierine and other alkaloids of the pomegranate tree. 

h. Piturine, the volatile alkaloid of pituri. 

i. Sparteine, the volatile alkaloid of broom. 

j. Spigeline, an alkaloid in Spigelia Marylandica. 

Piperidine, a volatile alkaloid said to exist naturally in pepper as a 
decomposition product of piperine, has already been described. (See 
page 1 4 1 .) 

For the estimation of volatile alkaloids {e. g., coniine in hemlock, and 
nicotine in tobacco), 4- Loesch {Jour, Amcr, Chem. Soc.) recommends 
that a weighed quantity of the substance should be boiled in water 
acidified with hydrochloric acid, the residue pressed and washed with 
water. The solution and washings are evaporated to one-fourth, and 
then distilled with slaked lime (using a good condenser). When the 
liquid passing over is no longer alkaline to litmus, the distillation is 
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exactly neutralised with sulphuric acid, evaporated to dryness at ioo°, 
and the powdered residue exhausted with alcohol, which leaves the 
ammonium sulphate undissolved, while the sulphate of conine (and 
other alkaloids) pass into the solution. The filtered liquid is evapo- 
rated to dryness and the residue shaken three times with potassium 
hydroxide solution and ether, the ethereal liquid separated and shaken 
with a known volume of standard sulphuric acid, the etJier distilled 
off or se[)arated, and the excess of sulphuric acid determined by titra- 
tion. By this process, Locsch found 5.25% of nicotine in tobacco 
leaves, and 0.06% of coniine in the common hemlock plant. 

This distillation method is not, however, to be specially recom- 
mended, as some of the more commonly used methods of alkaloidal 
extraction by volatile solvents are usually to be preferred. 

ARECA OR BETEL-NUT ALKALOIDS. 

The Areca palm is indigenous to the Sunda Islands but is cultivated 
in the warmer parts of India and the riiilippines, and is an article of 
commerce. Extensive use is made of it in the Ear East as a masticatory 
together with lime and the U'aves of the betel pepper. According to 
von Bibra, betel chewers number upward of 100,000,000. The nut 
is used in India and China as a vermifuge and has from there been 
introduced into the European and American Materia Medica. 

Erom the seed of Areca catccJiu, Jahns (Ber., 1888, 21, 3404) has 
isolated four alkaloids, the principal one, Arccoline, being volatile. 

Arecoline, C^IIjaOoN, is a colourless, odourless, oily liquid, 
strongly alkaline in reaction, and soluble in all proportions in water, 
alcohol, ether and chloroform. It boils at about 220° ( jalins) or at 
209° (Pictet) and is volatile with steam. In chemical character and 
physiologicid action it resembles pelleticrine, it being a valuable teni- 
cide. On hydrolysis it yields methyl alcohol and arecaidine and is 
therefore inethyl-arecaidinc. 

lor the preparation of arecoline, macerate the pow'dered drug with 
cold milk of lime in successive portions till exhausted; filter, exactly 
neutralise with sulphuric acid and evaporate ngarly to dryness; take 
up with* a little water and filter off the calcium sulphate, again concen- 
trate to a thin syrup, make alkaline and extract with ether. It may 
now be purified by extracting from the ether with dilute sulphuric 
acid, again rendering alkaline after concentration, taking up with 
ether, converting into hydrobromide and recrystallising this salt from 
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absolute alcohol. The yield is about 0.07 to 0.1%. The residual 
aqueous solution from which the first ether extract was made may now 
be acidified with sulphuric acid and the other alkaloids precipitated 
with bismuth-potassium iodide. For details of their separation and 
purification see the original reference to the Bericlilc, on page 208. 

Another method of preparation is by extracting the drug three times 
with cold water containing 2 grm. concentrated sulphuric acid per 
kilo of drug. Concentrate the acid solution to a weight about equal to 
the drug used; add bismuth-potassium iodide, being careful not to add 
excess, in which the alkaloidal precipitate is soluble, and let stand 
several days. Filter off, wash, and boil with barium carbonate and 
water; filter, concentrate to thin syrup, mix with barium oxide and 
extract arccoline with ether. From the residue the other alkaloids 
may now be obtained. 

Arecoline hydrobromide, CJInOjNIIBr, occurs in colourless, 
needle-like prisms, permanent in air, melting at 167-168° readily 
soluble in water, in hot — but less freely in cold — alcohol, but difficultly 
soluble in ether and chloroform. This salt is official in the German 
Pharmacopada. 

The hydrochloride forms slender, -deliquescent needles, melting at 
157-158°, readily soluble in water, alcohol and a mixture of alcohol and 
ether. It seems to form several double salts with cadmium chloride. 

The sulphate, nitrate and acetate resemble the hydrochloride. 

The auhchloride, CJIiaO^N, 11 Au CI4, is a yellow oil, sparingly 
soluble in cold water. 

A platinichloride, (CyII,302N)2, IFFt CI^,, is precipitated from 
mixed alcoholic solutions of arccoline hydrochloride and platinum 
chloride by addition of ether. Forms rhombic crystals from water, 
melting with decomposition at 176°. 

The most delicate reaction of arecoline is the formation of a pome- 
granate red precipitate with bismuth-potassium iodide, in the form 
of microscopic crystals. Phosphomolybdic acid produces a white pre- 
cipitate. Potassium-mercuric iodide throws down from not too dilute 
solutions, a yellow, oil)- precipitate which very slightly crystallises. 
Iodine produces brown drops and picric acid a resinous precipitate, 
both of which finally become crystalline. Gold chloride produces an 
oily precipitate which does not crystallise. Platinic chloride, mercuric 
chloride and tannic acid give no precipitate. 

Dr. Marrad {Pharm. Zeit., 1889, 34, 97) investigated the physio- 
Vol. VI.— 14 
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logical action of arccoline and found that is caused a slowing of the 
heart action, tended to produce a cessation of respiration, and in large 
doses caused tetanic cramps which quickly gave place to partial 
paralysis. Its most notable action in small doses is an increased 
peristaltic action of the bowels. 

Arecoline separates unaltered from the secretions and excretions, 
from which it can be recovered. It can best be identified by its 
behaviour with bismuth-potassium iodide and its physiological action 
upon the heart of a frog. Its chief medicinal value lies in its vermicide 
and tsenicidal properties. 

P'rochner states that the dosage of arecoline should be about o.i grm. 
for horses and 0.25 grm. for oxen. 

Homarecoline or clhyl-arecaidine, CgHi^OoN, may be produced 
by substituting the ethyl group fer the methyl. The product closely 
resembles arecoline and is poisonous. 

Arecaine, C^IInOjN.HjO, occurs in colourless, non-hygroscopic 
crystals which lose their water of crystallisation at 100° and melt with 
decomposition at 213°. It is freely soluble in water, giving a solution 
neutral in reaction, and also in dilute alcohol; almost insoluble in 
absolute alcohol, by which it is dehydrated, and practically insoluble 
in ether, chloroform and benzol. Arecaine forms a crystalline hydro- 
chloride, C7H11O2N, HCl, and other crystalline salts soluble in water 
and alcohol, and of acid reaction; an aurichloride, C7H11O2N, H AUCI4, 
melting at 186-187°, and a platinichloride, (C7Hij02N)2,H2rt Clg, 
melting at 213-214° with decomposition, both of which are crystalline. 

For method of preparation sec Bcr., 1888, 21, 3404. The yield is 
about oa^'/q. 

In chemical properties arecaine is related to trigonelline and resem- 
bles it in being a l^etainc-like substance. 

Arecaine is n-methylguvacine and was obtained by Jahrs by treating 
guvacine dissolved m methyl alcohol with sodium and subsequently 
heating to 140-150° with potassium methyl sulphate. It seems to 
have very little physiological action as compared with arecoline. 

Its solution in dilute sulphuric acid gives»the following reactions; 
With bismuth-potassium iodide, an amorphous, red precipitate which 
becomes crystalline; with potassium-mercuric iodide, a yellow, crystal- 
line precipitate ; with potassium iodide, a datk crystalline precipitate in 
the acid but not in a neutral solution. Phosphomolybdic and tannic 
acids give a slight turbidity, while picric acid gives no precipitate. 
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Arecaidine, CyHuOjN.HjO, isomeric with arecaine, is present in 
very small quantity in areca nuts and may be preparetl by saponifying 
arecoline. (See Jahr's, Ber., 1890, 23 , 2972.) From bo*;;, alcohol 
it crystallises in colourless quadratic or hexagonal plates, permanent 
in the air but which lose their i mol. of water of crystallisation at 
100° and melt with decomposition at 222-224^. Arecaidine is readily 
soluble in water and dilute alcohol, slightly soluble in absolute alcohol 
and almost insoluble in ether, chloroform and benzene. 

Arecaidine forms crystallisablc salts and is precipitated by auric 
and platinic cldoridcs, forming an auricJiloride melting at 197-198^^ 
and a platinichlorUe melting at 208-209°. 

If dry hydrocliloric acid is passed into a suspension of finely pow- 
dered arecaidine in methyl alcohol till the latter is saturated, arecoline 
is formed and this reaction may be used for separating arecaine and 
arecaidine, as the hydrochloride of the former is produced. 

Jahns’ researches indicate that arecaidine is methyl -tetrahydro- 
nicotinic acid. By reason of the presence of a carboxyl group it has a 
weakly acid character and is said to form salts with both acids and 
bases. 

Guvacine, C^IIoONj, is .so called from Guvaca, the Indian name 
for areca palm. (See Bcr., 1891, 24 , 2615.) It crystallises 

in lu.strous scales, neutral in reaction, which melt at 271-272° with 
decomposition. It is soluble in water and dilute alcohol but less 
readily than arecaine or arecaidine; insoluble in absolute alcohol, 
ether, chloroform and benzene. Its salts arc crystalline, of acid 
reaction, and are soluble similarly to the base. The hydrochloride 
forms broad, Hat prisms, anhydrous, soluble in w^ater but sparingly 
soluble in dilute hydrochloric acid; the nitrate occurs in lustrous 
prisms and the sulphate as silvery scales. The aurichloride crys- 
tallises in flat prisms melting at about 194-195° and the platini- 
chloridc forms hexagonal prisms containing 4 H^O, m. p. with 
decomposition about 211°. 

Coniine. ^ Conia. Conicinc. 

C,H„N;QH.,(C3H,)N; or CH, { 

* Coniine has been prepared synthetically V)y the reducing action of sodium on a boiling 
alcoholic solution of allybpyndme, CiH4(CiHs)N, itself obtained from fi-picoline and par- 
aldehyde. The artificial base thus prepared is identical in all its properties with the natural 
alkaloid, except that it is optically inactive. But cm introducing a crystal of the bitartralo 
of the natural al^loid into a very concentrated solution of the bitartratp of the inactive 
bases, a gradual separation of the bitartrate of active coniine occurs, the free base from 
which exhibits the same optical activity as natural conine. The mother-liquid contains a 
levorotatory isomeric base (Ladenburg, Ber , 19, 3578). 
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This base, which was the first alkaloid to be synthesised, has the 
constitution of an a-propylpiperdinc. 

Coniine is the characteristic poisonous alkaloid of hemlock, Conium 
maculatum. It occurs in all parts of the plant, in combination with 
organic acids, and in association with the following allied bases: 


Bastj 

Forinul.i 

M p 

H. p 

Sp gr. 

Ethyl-pipcridine . . 

CjHuN urC.IIvCC-ilLjXH 


143-145° 

f 0 

-■« 0 8674 

1 T 

Coniine (tioriiuil-pro- 
pyl-pipendme) 

CsHirN. or CJIv(C3H7)N'II 

-3 5" 

166° 

f ° 

< -"0 862s 

r-coniceine . 

( MlnN. or CJLlCslDNlI 


171-173" 


Methyl-conine 

C,IIn.N. or CJI.CCsII;)- 
N(Cll.i) 



f ’2 5 

I „ — .. Q 3^5 

1 * 

Conhydrine 

CMIoOM, or (MIaCHOH - 
CH.. ClIj)NH 

I JO 0 '^ 

240" (22s'’ 

1 .at 720 
' null ) 


Pscudo-conliydnne 

(MLtON, or 

cn^oil CIDNll 

100-10J° 

2 3 y'’- 3 ,y" 



Coniine is an oily liquid, having a ])oculiar repulsive odour, suggesting 
that of a long-used and foul tobacco-pipe. When diluted with water, 
coniine has a peculiar and characteristic “ mousy odour, perceptible 
in highly dilute solutions. A few drops of an aqueous solution con- 
taining only 1-50,000 of the alkaloid, if enclosed for a short time in a 
small test-tube, is stated by Wormley to impart a marked mousy odour 
to the contained air. 

Vital! and Stroppa state that this odour is perceptible on warming a 
1-100,000 solution, while Dilling considered the odour faint in even a 
1-100 dilution. 

The b. p. of coniine is variously stated, but is about 166° at normal 
pressure and is given by Dilling as 163.5° at 739 mm. It may be 
distilled unchanged in an atmosphere of hydrogen but undergoes slight 
decomposition at high temperatures in the air..» It distils readily with 
vapour of water or alcohol and volatilises sensibly at ordinary tempera- 
tures. A 1% solution of the acetate or tartrate may be evaporated 
without loss and its other salts are likewise stable. Its sp. rot. is 
-+-16.4° at 19°, but its rotatory power is much less in solution 
in water, alcohol or benzol than when undiluted 
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Coniine forms an unstable compound with 25% of water, the water 
being expelled on heating. It is soluble in 50 parts of water and readily 
soluble in alcohol, ether, ethyl antate, chloroform, petroleum ether, 
acetone, benzol and amyl alcohol. It is removed with tolerable 
facility from aqueous or alkaline solutions by all of these solvents which 
are not miscible with water, and according to Vitali and Stroppa is 
removed to a slight extent from a faintly acid solution by ether. 
Melzcr found that conine reacts with carbon disulphide and the result- 
ing solution on evaporation gives colourless needle-like crystals of 
conine coniylthio-carbamic acid. 

Coniine dissolves sulphur, but not phosphorus nor calcium chloride. 

Coniine is colourless when freshly prepared, but becomes yellow and 
ultimately resinoid by keeping.^ It is a strong base, the aqueous 
solution being powerfully alkaline in reaction, and neutralising acids 
perfectly. The salts are colourless and odourless, but the peculiar 
odour of the free base is immediately developed on adding a fixed 
alkali in excess. 

If a beaker moistened with fuming hydrochloric acid be inverted over 
a watch-glass containing a drop of free coniine, white fumes will be pro- 
duced, and the alkaloid wall be converted after a time into a crystalline 
hydrochloride, CgHijNjHCl. (Nicotine gives an amorphous hydro- 
chloride.) The hydrochloride is also obtained as a brilliant crystalline 
mass by dissolving conine in anhydrous ether, and passing dry hydro- 
chloric acid gas through the solution. It can be heated to 90^^ without 
decomposition or loss of w'cight. It melts at 218° and is dextrorotatory. 

According to Dilling it is soluble at 15° in 4 parts water, 5.2 
parts absolute alcohol, 6.6 parts chloroform, 500 parts ether, 500 
parts ethyl acetate, 333 parts acetone and insoluble in petroleum 
ether. The first 3 solvents are much more effective when warm. 

Coniine hydriodide is anhydrous. It can only be obtained crys- 
talline by the use of pure hydriodic acid free from any trace of iodine. 
By slow evaporation the salt is obtainable in large flat needles, which 
sublime when gently heated in vacuo. It melts at 165°. 

Coniine also forms a hydrobromide, m. p. 211°; a picrate in small 
yellow prisms, m. p. 75°; 2Ln aurichloride in golden-yellow crystals, m. 
p. 77°, and a cadmio-iodide, m. p. 118"^. 

On exposing a drop of coniine to the vapours of bromine (avoiding 

' According to Schorm, pure coniine does not undergo any change by exposure to light 
iPharm, Jour, [in], 12, 363L 
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excess), it becomes rapidly converted into a mass of white crystals. 
This behaviour is regarded by Watts as a proof of the purity of the 
alkaloid. 

By the treatment of coniine with chromic acid mixture, normal 
butyric acid is produced. The reaction may be employed as a test for 
coniine, as butyric acid has a highly characteristic odour, and can be 
readily distilled off and further examined. Butyric acid also results 
from the oxidation of coniine by bromine water or nitric acid, while 
permanganate converts it into picolinic acid. 

On distillation of coniine hydrochloride with zinc-dust, or the free 
base with zinc chloride, hydrogen is evolved and a-propylpyridine or 
conyrine, C5ll4(C3H7)N, formed. This base boils at 166-168°, and 
is reconverted into conine on treatment with hydriodic acid. (By 
prolonged treatment with hydriodic acid coniine is converted into 
ammonia and octane, 

The reactions for the detection and identification of coniine are taken 
up in connection with those of the other conium alkaloids. 

Conhydrine has the probable constitution of a piperidji-cthylalkine, 
C5H„(CHOn.CH2.CH3)NII. It presents a close resemblance to 
tropinc, CJIijON, both in composition and chemical behaviour, a 
fact which suggested to A. W. Hofmann the probability that it was the 
product of tlie hydrolysis of a base allied to atropine. From the 
alkaline liquid left after the distillation of coniine and conhydrine, 
Hofmann obtained, by acidification and extraction with ether, caffeic 
acid, Cj,H„0^, a substance having the constitution of a dihydroxy- 
cinnamic acid. 

Conhydrine forms colourless, glittering, double refracting crystals, 
soluble at 15° in water, i in 25.6 parts; in absolute alcohol, i in 5.8 
parts; in ether, i in 66 parts, and in chloroform, i in 5.2 parts. Its 
odour resembles conine and it has a salty taste. It melts at 118°, 
may be sublimed, and distils without decomposition at 225-226°. 
It is a secondary base and dextrorotatory. It does not react with 
nitrous acid, has an alkaline reaction, and is a feeble narcotic poison. 
According to Wertheim, hemlock contains only $ to 6 parts of conhy- 
drine for every 100 of coniine. 

Conhydrine may be separated from commercial coniine, in which it 
is not unfrequently present, by cooling the liquid down to 5°, filtering 
through glass wool, and washing the separated crystals of conhydrine 
with petroleum ether, in which it is but sparingly soluble. 
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Pseudoconhydrine is a base isomeric with conhydrine, and prob- 
ably a stereo-isomer. It crystallises from ether in several different 
forms: Long thick needles, thin plates with notched edges, fine needles 
in star-shaped clusters, and long columnar crystals. All of these are 
double refracting. By heating on a water-bath the various forms are 
converted into the fine needles. On breathing on the fine needles, 
they change back into the plate and columnar forms. Pseudocon- 
hydrine melts at 105-106°, b. p. 236-236.5° according to Dilling, and is 
easily soluble in alcohol and acetone. 

Coniceines, C^Hj^N. — Between coniine, C^Hj^N, and conyrine, 
CgHjiN, there are known 5 isomers of the formula C^HjjN, which 
have been prepared either by the oxidation of coniine or the dehydration 
of conhydrine. 

a-Coniceine. — When molecular proportions of coniine hydrobromide 
and bromine are mixed, the bromo-derivative, C8H17N.HBr.Br3, is 
obtained. By the regulated action of sodium hydroxide this yields 
CgHjsNBr, which by treatment with sulphuric acid is decomposed 
into hydrobromic acid and a-conicein€j which is a colourless liquid of 
.893 sp. gr, at 15°, b. p. 158°, and slightly soluble in water. In odour 
it closely resembles coniine, but is said to be 5 or 6 times as poisonousi 
It is a tertiary base of strong alkaline reaction, and forms crystallisable 
salts. The pier ate forms yellow needles, m. p. 225°, nearly insoluble 
in cold water, and very slightly soluble in alcohol. a-Coniceine is 
partially reduced to coniine by heating under pressure with fuming 
hydriodic acid and phosphorus. 

/?-Coniceine is obtained together with a-coniceine by the action of 
phosphoric anhydride or fuming hydrochloric acid on conhydrine: 
C8 Hi 70N= CgHjsN.HjO, It forms very volatile, colourless needles, 
melts at 41° and boils at 168°. It is a secondary base of coniine-like 
odour, and is a less active poison than the a-modification. It is little 
soluble in water but quite soluble in alcohol and ether. 

y-Coniceine is found naturally associated with coniine and may 
largely contaminate commercial coniine. It may be obtained by decom- 
posing the bromo-derivatives of coniine, CjHj^NBr, with an alkali. 
It is a colourless liquid, turning dark yellow with age, b. p. 171-172° 
at 746 mm. pressure and distilling with steam; has a sp. gr. of 0.8825 
at 22.5° and is optically inactive. It is slightly soluble in water is 
strongly alkaline in reaction, possesses a suffocating odour resembling 
coniine, and a sharp, burning taste. It remains liquid even at -50°. 
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It is a very powerful poison, being variously stated as from 12 to 
17 times more toxic than coniine. y-Coniceine is a secondary base 
yielding crystalline, volatile salts with acids, and a characteristic 
double salt with stannic chloride, BjHjSnCl^, which forms large crystals, 
m. p. 215° It also forms a hygroscopic, crystalline hydrochloride, 
m. p. 143°; a hydrobromide, m. p. 139°; a hydriodide, m. p. 102°; a 
picrate, m. p. 62°; and an aiiriochloride, m. p. 69-70°. 

8-Coniceine was obtained by Lehman by treating bromo-coniine 
with sulphuric acid. It is a tertiary base, not reduced by sodium and 
alcohol, is laivo rotatory and boils at 158°. 

^-Coniceine may be prepared by the action of alkalies on iodo-coniine. 
It is probably stereo-isomeric with 8-coniceine, it being dextrorota- 
tory, and boils at 150-151°. 

Methyl-coniine, while mentioned as early as 1854 as a constituent 
of Conium, was not isolated in a pure state until 1894 by Wolffenstcin. 
It is a colourless liquid, b. p. 173-174°, having a sp. gr. of 0.8318 at 
2.^° and is kTVorotatory. It may be prepared synthetically by healing 
coniine with an aqueous solution of methyl potassium s'ulphate. 

Poisoning by Coniine and Hemlock. 

Coniine is an extremely powerful paralytic poison, which acts on the 
motor nerves; i drop is a distinctly poisonous dose, while 10 drops 
may be fatid. 

d’he symptoms produced by hemlock and coniine arc not uniform, 
probably due to variable amounts of y-conicemc as well as of coniine, 
and cases of poisoning arc not numerous. Stupor, coma, and slight 
convulsions have been noticed, while in other cases the chief effect has 
been paralysis of the muscular system, especially of the legs. The pupils 
are somewhat dilated. After dcatli the lungs are found filled with fluid 
blood and of a dark colour, and the stomach and intestines somewhat 
congested. The post-mortem appearances arc not characteristic. 

In to.xicological inquiries the viscera and contents of the stomach 
should be treated as described under strychnine, the purified extract 
being agitated with sodium hydroxide and ether instead of ammonia 
and chloroform. From ether, the alkaloid may be recovered by 
allowing the solvent to evaporate spontaneously in a cool place, or 
extracted as a salt by agitating the ether with dilute hydrochloric acid. 
From the purified salt of coniine thus obtained, the free base may be 
again liberated by adding sodium hydroxide and recognised by the 
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mousy odour of hemlock developed immediately or on warming the 
liquid. For further tests sec the following section. 

Coniine may also be isolated from the viscera by the method used for 
the assay of hemlock. Otto in one case met with a volatile ptomaine, 
which was very poisonous, but differed from coniine in its reaction 
with platinic chloride. The seeds of Lupinus lutms contain alkaloids 
somewhat resembling coniine, but which do not yield the characteristic 
crystalline hydrochloride. Other of the Ufnhelli/em besides Coniium 
are possessed of poisonous properties, but it docs not appear that 
coniine has been proved to be the active principle.^ 

Colour Reactions and Tests for Coniiim Alkaloids. 

A considerable number of colour reactions for coniine and its allied 
alkaloids have been published, but none are cliaracteristic and some 
are fallacious. Dilling (Pliarm. Jour., 1909 \iv], 29, 34-37, 70-72 
and 102-104) has made an exliaustive examination of tlic colour 
reactions and other tests for these alkaloids and the following table is 
adapted from his work; 

I CEnattlhe cracata, or hemlock water-dropwort, is described by A. S. Taylor as one of the 
most virulent of English vegetable pijisons 'the leading symptoms produced are rajiid 
insensibility, bloated and livid countenance, convulsive movements, stertorous breathing, 
.1 dated pupils, and bloody foam about the mouth and nostrils. 

Cuuia vtrosa, water-hemlock or cowbanc, produces symptoms wmilar to the above, 
including the foaming at the mouth. It is said to contain cicutinc, 

Siam latifoluim and 5. angustifolium have been mistaken for water-cress, with fatal 
results 

fEthusa Cynaf>ium, the lesser hemlock or fool s parsley, appears to contain an energetic 
poison, though this has been di.spiited by Harley (Et. Thomas’s Hospital Reports, new senes, 
4, io, as?), and also by Tanrel, who believes the erroneous statements respecting it to 
have arisen from a confusion of the plant with Comum maculatum, which it closely resemble 
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Melzcr’s observation regarding the reaction of coniine and carbon 
disulphide was used by him as a test and has been elaborated by 
Billing and may be applied as follows as a test for coniine and allied 
alkaloids: 

To 0.5 c.c. of a fairly strong alcoholic solution of the alkaloid add a 
few drops of carbon disulphide, boil and add excess of water. On 
now adding a few drops of copper sulphate, ferric chloride, ferric 
sulphate, nickel chloride, cobalt chloride or uranium nitrate, dif- 
ferent colours are produced. On shaking this solution with ether 
the colours dissolve in the ether in some cases and evaporation of the 
ethereal solution gives different forms of cr>'stals. None of these 
reactions arc given by nicotine. 


Copper sulphate Nickel chloride * . Uranium nitrate 


I PiperidiDfl s I 

Vandyke brown colour, ’ 
soluble in ether, lar^c, 
opaque brown crystals, | 
like pnlypodium leaves 


Green colour, partly soluble j 
in ether, rhomhohcdral ! 
plates and nccdlc-like crys- 1 
tals I 


Orange colour, partly soluble 
in ether; opaque orange, 
brush-Ukft crystals. 


a. Coniine: ' 

Vandyke brown colour, , Green colour, soluble in I Orange colour, soluble in 
soluble in ether, long ether; thin green rhomboid [ ether, needle-like brown 
flat, rhomboid plates plates with a comer cut crystals in bushy clumps, 

out. 


3. Conhydrine : j 

Vandyke brown colour, Green colour, soluble in | Orange colour, slightly solu- 
solublo in ether, long, ether; flat, green rhomlioid ble in ether; residue amor- 
fhit, brown plates tif . crystals. | phous. 

rhomboid form i 1 


4. Pseudoconhydrine: I j 

Vandyke brown colour, 1 Green colour, soluble in ' Orange colour, almost insolu- 
soluble in ether, flat, ether; green rhombic crys- > ble in ether; residue amor- 
brown rhombic plates | tals ; phous. 


5. Cooiceine: i 

Brown colour, soluble in | Red colour, soluble in ether Orange colour; partly s&lu- 
ether. ble in ether. 


To apply the above reactions the alkaloids must be free and in case 
of the salts about 0.5 c.c. of tlie aqueous solution is made alkaline with 
sodium carbonate, a few drops of alcohol and carbon disulphide added, 
and the test carried out as above. Toluol may be used to advantage 
in place of ether, particularly with uranium nitrate. 

With aqueous solutions of coniine and nicotine, phenolphthalein 
gives a red or pink colour which disappears on shaking with chloro- 
form in the case of nicotine but is permanent with coniine. Heut 
(Archiv, d. Pharm.y 1893, 376) uses this reaction for the estimation of 
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the alkaloids in mixture by titration with N/io acid, using first phenol- 
phthalein and then litmus as indicator. 

Dilling {Pharm. Jour., 1909 [iv], 29, 103) gives a scheme for the 
differentiation of sparteine, lobelinc, nicotine, coniine, conhydrine, 
pseudoconhydrine, /'-coniceine and a coniine isomer, by means of these 
various reactions. 

J. von Braun {Ber., 1905, 38, 3108) effects the separation of the 
conium alkaloids as follows: The greater portion of the coniine, which 
forms the cliicf constituent, is separated by distillation and the residue 
then fractionated up to 190°, whereby the conhydrine (m. p. 118°) 
remains as an undistilled residue. The lower fractions are then 
benzoylated in alkaline solution, and the resulting oil, after dissolving 
in ether, is extracted with acid to remove the methyl-coniine. The 
ethereal solution is then concentrated and treated with petroleum 
ether to precipitate the benzoyl-amino-bulyl-propyl-ketone, which is 
formed by the action of benzoyl chloride on ^"-coniceine. The mother- 
liquor is redistilled and yields benzoyl coniine (b. p. 203 to 204*^ at 
16 mm. pressure), and .some more of the benzoyl-ainino-ketone. 
Starting with 104 grm. of material, the author was able to obtain i 
grm. of conhydrine, 7 grm. of methyl -coniine, 52 grm, of amino-ketone 
corresponding with 26 grm. of y-coniceffie, and 124 grm. of benzoyl- 
coniine, corresponding with 68 grm, of coniine, total T02 grm. The 
coniine recovered from the benzoyl derivative provx'd to be a mixture 
consisting of /-coniine and a little r/ coniine 

Assay of Hemlock and its Preparations. 

Coniine exists in all parts of the common or spotted hemlock, Cofiium 
maculatum (French, hi Cigue; German, dcr Sthieling). It appears to 
be most abundant in the fruit, the proportion increasing with the matur- 
ity of the seeds. In hemlock leaves, R, Kordes found 0.24, and in the 
fruit 0.49 % of alkaloid. 

For the extraction of coniine from hemlock, J. Schorm {Zeit. Angeu>. 
Chem,, 1894, 266) recommends that the fruit should first be swelled by 
hot water, and then moistened with a strong solution of sodiu/n car- 
bonate. The coniine is now distilled over with slightly superheated 
steam until the distillate ceases to be alkaline. The distillate contain- 
ing coniine and coniine carbonate is neutralised vdth hydrochloric acid 
and evaporated to dryness. Heat the crude residue on a sand-bath 
till the resinous and oily impurities are decomposed and the residue is 
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odourless. Dissolve in water, filter and if coloured treat with hydro- 
gen peroxide, 3^,0 until colourless. Kvaporate and crystallise out the 
coniine hydrochloride. The mother-liquor retains conhydrine. Hydro- 
gen peroxide will decompose the free alkaloid but not the hydrochloride. 

A good product, but somewhat lower yield, is said to be obtained by 
exhausting the hemlock fruit with acetic acid, and evaporating the 
solution to a syrup in a vacuum. Magnesia is then added, and the 
mixture agitated with ether, which extracts the alkaloid. 

Various assay processes have })een proposed but one of the best is 
that adopted by the Vriilcd Slates Pliannacopaia, Eighth Revision. 
10 grm. of conium in Xo. 60 powder is macerated for 4 hours 
with shaking in tooc.c. of a mixture of ether 98 parts, alcohol 8 parts, and 
ammonia water, io[(, 3 parts. Decant 50 c.c. of the clear liquid and 
add N / 1 sulphuric acid to slightly acid reaction. Evaporate off the 
ether by gentle heat. Add 15 c.c. of alcohol and after standing in a 
cool place for 2 hours, filter otT the precipitated ammonium sulphate 
washing the precipitate and filter carefully with alcohol. Neutralise 
any excess acid with sodium carbonate, leaving the scKution faintly 
acid, concentrate on w'ater-bath to 3 c.c., add 3 c.c. water and 2 
drops N/i and wash with two successive portions of 15 c.c. 

ether to remove fat. Make slightly alkaline with sodium carbonate 
and shake out with successive portions of ether (15 c.c., 15 c.c. and 
10 c.c.). To the ethereal solution in a tared beaker add .sufficient 5% 
hydrochloric acid to insure excess and evaporate ether by gentle heat. 
To residue add 3 c.c. alcohol, evaporate and repeat this operation to 
remove excess hydrochloric acid. Dry residue thoroughly at temper- 
ature not exceeding 60° and weigh. This weight, multiplied by 0.777 
gives amount of coniine in 5 grm. of drug. 

For the fluid extract or tincture equivalent quantities may be evapo- 
rated on sand or washed sawdust and the process carried out as for 
the drug. 

Gordin (Am. Joum. Pharni., 1901, 217) recommends the use of 
ether, 3 parts, and chloroform, 1 part, with potassium hydroxide as 
alkali, .and extracts the coniine from this solfltion with oxalic acid. 
After removing potassium oxalate, the coniine is extracted with pe- 
troleum ether and is converted into hydrochloride with solution of 
hydrogen chloride in absolute ether. After 'carefully evaporating off 
the solvent and all excess of hydrogen chloride, the coniine hydro- 
chloride is titrated with N/ 40 silver nitrate. 



LOBELINE. 


Squire (Companion to British Pharmacopwia, 439) gives the follow- 
ing method: 

Five grm. of finely powdered conium or equivalent of fluid extract 
or tincture, evaporated on sand or sawdust, is extracted with 50 c.c. 
saturated solution of hydrogen chloride in chloroform. Tliis extrac- 
tion witli a smaller amount of the solvent is repeated until 6 drops of 
the chloroform extract evaporated to dryness and treated with a few 
drops of dilute sulphuric acid gives no precipitate with Afayer’s re- 
agent. Shake the mixed chloroform extract twice with 25 c.c. of water 
and this aqueous extract in turn is shaken with 2 portions of 10 c.i‘. 
of chloroform. The aqueous solution is made alkaline with sodium 
hydroxide and the coniine extracted by 3 portions of 10 c.c. of chloro- 
form. To the chloroform extract add 10 cc. of saturated solution 
of hydrogen chloride in chloroform, evaporate, dry at and weigh. 
162.4 parts of anhydrous coniine hydrochloride equals 120.2 part.s of 
coniine. 

For other methods of assay sec Cripps (Pharm. Jaurn. {Hi), i8, 
51 1) and Faw* and Wright {ibid. [Hi] 21, 857). 

Conium fruit should yield at least o. of coniine by assay, though 
it varies considerably. 


LOBELINE. 

Lofieline, CisILgO^N (?), is the active principle o( Lobelia inflata,' 
or Indian tobacco, a plant which has received extensive application 
and is also official in many pharmacopoeias which specify different 
parts of the plant for use. 

It has also been isolated by von Rosen from L. nicotiaticr/olla grow- 
ing in Madras and Ceylon, and from L. purpurascens by Maiden and 
Hamlet. 

Lobeline exists in lobelia in combination with a vegetable acid. 
In presence of certain other constituents of the plant the alkaloid is 
extremely unstable, being rapidly decomposed on heating an aqueous, 
or even an alcoholic infusion of lobelia. In presence of acetic acid the 


i The root of Lobelia syphilitica was employed before L inflata was known to medicine, 
but the root of the latter species does not appear to have been used. According to J U. and 
C G. Lloyd, all parts of lobeha contain the alkaloid, which, however, is most readily obtained 
from the seeds. 

The dust of the plant produces a painful sensation when inhaled. All parts of the 
herb and seed produce an acrid, biting sensation on the tongue, and a sharp tobacco Ukc 
impression on the throat and fauces. Lobelia contracts the pupil , and acts as an expectorant 
in small doses and an emetic in larger (lo to ao grains) In poisonous quantities it acts 
like nicotine, and kails by paralysing the respiration. Several fatal cases of poisoning by 
lobeha are on record. 
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base is more stable, and was obtained by J. U. and C. G. Lloyd 
{Pharm. Rundschau, 1887, 32) as a colourless, odourless, amorphous 
substance, permanent in the air, only slightly soluble in water, but 
readily soluble in alcohol, ether, chloroform, benzene, carbon disul- 
phide, etc. In the pure state lobelinc is not hygroscopic, and is but 
slowly changed in exposure to air. Loheline turns red with sulphuric'*^ 
acid, yellow with nitric acid, and is precipitated by all the general 
alkaloidal reagents. The salts, which have not been obtained crys- 
tallised, are readily soluble in water, alcohol and ether. They are 
described as most violent emetics, a single drop of a tolerably strong 
solution producing immediate emesis, without disagreeable afterr 
symptoms. The dust is as irritating as veratrine to the nose and air- 
passages. 

No liquid volatile alkaloid could be obtained by Messrs. Lloyd from 
lobelia by distilling the herb with water, either wdlh or without the 
addition of alkali hydroxide, and they considered the su])posed vola- 
tile base to have been probably a mixture of lobcline, inflatin and 
volatile oil. « 

On the other hand, Paschkis and Smita {Monalsh., 1890, ii, 131) 
have obtained a volatile alkaloid from Lobelia injlata, by extracting 
the leaves wath water acidified with acetic acid, rendering the con- 
centrated solution alkaline, and agitating wa’lh ether. On distilling off 
the solvent, the alkaloid is obtained as a viscous oil, with an odbur at 
once resembling that of honey and tobacco. It is purified by solution 
in dilute hydrochloric acid, and re-extracted by alkali and ether. ‘ 
After distilling off the ether the base is dried with potassium hydrox- 
ide and distilled in a current of hydrogen. On warming the alka- 
loid so obtained with a loV^ solution of potassium hydroxide, and 
gradually adding a 4^,^', aqueous solution of potassium permanganate, 
benzoic acid is formed, and can be extracted by filtering oil the pre- 
cipitated oxide of manganese, and agitating tire acidified solution wdth 
etlier. 

The sulphate of tlie above volatile alkaloid, if prepared from 
lobelia .seeds, is obtained in yellow, very hygroscopic granules. WTcn 
prepared from the leaves, it forms a yellowdsh-wdiite powder, less 
hygroscopic than the salt from the former source. 

1 Up to this point the process of Paschkis and Smita is substantially the .same as that of 
the Lloyd Brothers, lor the preparation of the non-yolatile alkaloid of lobelia Siebert, 
by the same proces.s, obtained, both from the herb and seeds of lobelia, a pale yellow ^kaline 
syrup, the crystallised hydrochlonde and chloroplatinate of which indicated the*formula 
CTuIimOjN for the free ^kaloid 
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Inflatin was obtained by J. U. and C. O. Lloyd in large colourless, 
odourless crystals, m. p., 225°, insoluble in water or glycerin, but solu- 
ble in alcohol, ether, chloroform, benzene, carbon disulphide, and the 
oil of lobelia, etc. Inflatin is a neutral principle, and appears to have 
no therapeutic value. The lobelacrin of Enders is considered by the 
liloyds to be a mixture of inflatin, resin, lobclinc, and Uic fixed oil 
which lobelia contains in the proportion of about 30%. 

Farr and Wright {Chem. and Drug., 1893, 42, 454) recommend tlie 
following method for the assay of the tincture of lobelia: 

Place in a porcelain capsule 50 c.c. of the tincture with 5 drops of 
33% acetic acid and 20 or 30 c.c. of water, lu’aporate on the water- 
bath to 25 or 30 C.C., filter through absorbent cotton into a separator, 
rinsing dish and cotton with a little acidified W'atcr. Add ammonia in 
distinct excess and shake out with 3 successive portions of chloroform 
— 10, 5 and 5 c.c. Evaporate the chloroform by a gentle heat, treat 
the residue first with 10 c.c., then with 5 c.c. of 1% hydrochloric acid, 
and filter into a separator. Again render alkaline with ammonia and 
shake out wi^ 3 successive portions of anhydrous ether — 15, 5 and 
5 c.c. Evaporate the ether, dry the re.sidue i hour at 100° and weigh. 
The residue when heated by them at 100° for several hours showed a 
loss of less than 0.001 grm. 

For other assay methods as suggested by Patch and by Lyons, see 
Lyons’ “The Assay of Drugs,” pp. 189 and 190. 

LUPINE ALKALOIDS. 

From the different species of lupine several alkaloids have been iso- 
lated, some of which belong to the class of volatile alkaloids. Prom 
the seeds of the yellow lupine {Lupinus luteus L.) lupinine and lupini- 
dine have been isolated; also from the black lupine {Lupinus niger), 
and lupinidine is reported by Campani and Grimaldi to be present 
in the white lupine. Two other alkaloids, dextro-lupanine and inactive 
lupaninCy are found in the white lupine {L. albus L.) and the first 
mentioned is also found in L. angustifolius 1 ^., L. perennis L. and L. 
polyphyUus, K. Gerhard found alkaloids in L. affiniSyL. albococcineus, 
L. Cruikshanksif L. Moritzianus, L. mutahilis and L. pubescens, but none 
were extracted in sufficient quantity for identification. 

Gerhard (Arch. Pharm., 1897, 235, 342) gives a quantitative 
estimation of the alkaloids in various species of lupines as follows: 

VoLVI.— 15 ^ 
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Est. aa lupaninc 

as lupmme 

Yellow 

0 44 ‘H% I 

0 6378 

Blue . . 

0 720 j 


White 

I I 1 1 s 1 


Pcrciimal . . 

I |H 2 '> I 


Black 

0 6 1 00 I 

0 8659 


Lupinine, C2jl4o^2N2 (Baumcrt, Ber., i88i, 1150, ^614321, 1880 
1882; 1882, 15, 631, 1951) or more probably C,oHigON (Willstatter 
and Fourncau, Ber., 1902, 35, 1910), may be prepared from the seeds 
of the yellow lupine by extracting with alcohol made acid with hydro- 
chloric acid, evaporating off the alcohol, mixing with an equal volume 
of water, adding sodium hydroxide to strong alkaline reaction and 
extracting with ether. I'he mixture of lupinine and lupinidine so ob- 
tained may be separated as directed by Baumert (Annalin^ 225, 365). 
Lupinine crystallises in tables from acetone and rhombic crystals from 
petroleum ether which have a m. p. variously stated at from 67° to 
69.2° though the higher figure seems more nearly coirect. It boils 
with some decomposition at 255-261®, but in a stream of hydrogen it 
distills unchanged at 255-257®, and is also volatile with steam. 
Lupinine has a pleasant apple-like odour and an extremely bitter taste, 
the latter characteristic extending to its salts. It has a paralysing 
effect on the nerve centres. Lupinine is kevo rotatory, [ajp = — 19® 
in aqueous solution of sp. gr. 1.005 given as [«„]= — 20° in 

0.95% solution. It is soluble in cold water and alcohol, but less 
soluble in warm water. From its aqueous solution it is separated by 
excess of alkali hydroxide. Lupinine dissolves readily in ether, chloro- 
form, benzene and acetone. Carbon disulphide dissolves the base 
while acting chemically upon it. Lupinine is highly caustic, and is a 
strong base, liberating ammonia from its salts and fuming with hydro- 
chloric acid. B(HC1)2 forms large rhombic crystals readily soluble 
in water and alcohol, m. p. 2 12-2 13® and in 2% solution gives 
— 14°. The platinichloridey B H^Pt Cl^, forms yellow crystals, m. p. 
i63-i 64°» and the auruhloride forms glistenifig needles, m. p. 196- 
197°, difficultly soluble in water but readily in alcohol. The nitrate, 
B(HN03)3, forms rhombic crystals, very soluble in water and 
alcohol. 

Metallic sodium dissolves in melted lupinine with evolution of 
hydrogen, forming a sodium-derivative, decomposed by water into 
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lupininc and sodium hydroxide. When heated with acetic anhy- 
dride, lupinine yields CjoIIi^N.CjHaO, as an oil, insoluble in water 
and very easily saponified. 

Anhydrolupinine, CjoHj^N, originally known as dianhydrolupinine, 
is prepared by heating lupinine with acetic and sulphuric acids at 
180° (Willstatter and Foumeau, Ber.y 1902, 35, 1910). It is a colour- 
less oil of heavy unpleasant odour, boiling at 216.5-217.5° at 726 mm. 
pressure. It forms a plalinkhloride, (C,oII,7N)2, HjPtdu, which 
separates from water in reddish-brown crystals, stable in the air, 
darkens at 170° and decomposes at 216° The aurichloride, 

N, H AuCl^, forms transparent golden prisms, m. p., 140-141°. The 
methiodide melts at 180° with decomposition. 

By oxidising lupinine with chromic acid, CpII,oN.('OOII, 
is formed, crystallising from acetone in colourless needles containing 
3H2O, melting when quickly heated at 255°. 

Methyl-lupin ine, CjoHjjjO.NCIIg, and dimethyl-lupininc, 
0N(CH3)2, both oily liquids, boil respectively at 145-146° under 15 
mm. pressure, 'and 169-172° under 28-29 pressure. 

Lupinine is probably related to cinchonine in chemical constitution. 

Lupinidine, CJIigN or preferably CiglljeN, (Willstatter and 
Marx), is a base found by Baumert in the yellow lupine. It forms 
a volatile, oxidisable, viscous oil, having an odour of hemlock. It 
is intensely bitter and feebly poi.sonous, producing symptoms like 
those of curare. The more recent researches of Willstatter and 
Fourneau (Ber., 1902, 35, 1910) and Willstatter and Marx (Ber., 
1904, 37, 2351) have shown the great similarity between lupinidine 
and sparteine, not only in a general way but in numerous specific 
characteristics, and their identity seems reasonably sure. The last 
named investigators obtained a yield of 0.23^^ from the seeds oiLupi- 
nus luteus after removal of the lupinine with light petroleum. It 
boils at 311-314° under normal pressure, at 180.5° under 18 mm. pres- 
sure, and is volatile with steam. Lupinidine has a sp. gr. of 1.034 at 
0° and 1.023 at 20°; [0)1,= — 5.96° at 20° when undiluted and — 16.41 
at 21° in 99% alcohol \^here ^=14.206. It is soluble in cold water 
more readily than in hot, readily soluble in alcohol and soluble in ether, 
diflficultly soluble in petroleum ether. The platinichloride is stated 
by Behrend to contain 2H2O, and melt at 227°, while Willstatter and 
Marx pronounce it identical with the same sparteine salt, darkening 
at 239° and melting with decomposition at 243.5.° Lupinidine is 
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said to form a crystalline hydrate, B.IIjO, very insoluble in water. 
No acetyl-derivative is obtainable. 

Dextro-lupanine, C,r,n240N2, discovered in the seeds of blue 
lupine by Hagen in 1885, is described by Soldaini (see Archiv d. Pkarm., 
230, 61; 231, 321, 481. Gazz. Chim. Ital.y 1893, 23, [i], 143; 1895, 
25, I'l. 352; 1897. 27, [2], 191; 1902, 32, [iL 3^9; 1903. 33 , [i]. 428. 
Boll. Chim. luirm., 41, 37; 42, 113) as a yellowish syrupy substance 
but Davis {Chan. Ccntr.y 1896, i, 708), has shown that it may be 
obtained from petroleum ether in colourless needles melting at 44°, 
easily soluble in cold water but separating from it when heated; readily 
soluble ill alcohol, ether, chloroform and petroleum ether. It cannot 
be distilled under normal pressure and both the base and its salts are 
dextrorotatory. It is said to be poisonous. 

By bromination in acetic acid solution and cr)^stallisation from 
alcohol (Soldaini), or by brominating the hydrochloride in alcoholic 
solution (Davis), two new bases are produced having the formuhe 
C'JIjjON and C^HjiOjN, and also apparently a third base of unde- 
termined constitution. CjIIisON.IlBr forms thin, •white crystals 
melting at 224-225° with decomposition and C^HjjNO.HBr, has m. p. 
134-135°. The base, CylligON, gives an aurichloride which decom- 
poses at 140° and deposits gold when the aqueous solution is boiled. 
The base, C^HiiNO, gives a platinuhloride with 4 1/2II2O, which de- 
composes at 210°, and an aurichloride wliich softens at 120-122°. 
The third base gives a golden, lustrous platinichloride decomposing 
at 211-212° without melting. 

Inactive lupanine, discovered by Soldaini {Gazz, 

Chim. Ital., 1892, 22, [i], 177) and subsequently studied by Schmidt 
and Davis, crystallises from petroleum ether in needles, melting at 
99° and having a strong alkaline reaction. It is readily soluble in 
water, alcohol, ether and chloroform and less so in benzol and pe- 
troleum ether. From solutions of its salts, lupanine is precipitated by 
sodium and potassium hydroxides, but not by ammonia. On heating 
it gives an odour of pyridine. 

By preparing the thiocyanate Davis obttiined 2 forms of hemi- 
morpliic crystals melting at 188° and by separation and decomposition 
of these two forms, dextro- and laevo-lupanine were obtained having 
identical characteristics except in rotation. These bases by mixture 
in equal parts in solution re-form the inactive variety on crystallisation. 

The hydrochloride forms cr>^stals with 2H2O, very soluble in 
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absolute alcohol and melting at 105-107°. The aiiruhloridc forms 
yellow ciy'slals melting at 182-183°, platitiuhloride occurs 

as red crystals, soluble in water and insoluble in absolute alcohol. 

According to O. Keller {Bicd. Ccnlr.y 10, gy) lupine seeds can be 
deprived of the whole of their bitter constituents, and rendered much 
more palatable and wholesome, by soaking them in water for 24 
hours, steaming tliem for i hour, and then cashing them for 2 
days. Kuhn has shown that the substances whith cause lupine sick- 
ness are destroyed by steaming. 

Arginine, CqIIjjOjN^, is contained in the seeds o{ LJutcus which 
have germinated in the dark. It forms crystalline salts, evolves nitro- 
gen with nitrous acid, and yields urea when boiled with baryta-water. 

PITURINE. 

Piturine, Cj^IIioN,, the volatile alkaloid of Ihturi,^ was first care- 
fully examined by l\'tit {PJiarm. J., [///], 9, 819), wlio considered 
it identical with nicotine; but later, Liversidge (PJiarnL Jour, [f/i], 
II, 815) made a detailed examination and decided that it was a 
distinct alkaloid, closely related to nicotine. Langley and Dickinson 
{Jour. Physiol.., iSgi, ii, 265) carefully compared the physiological 
.iction of piturine and nicotine on frogs and mammals and concluded 
that they were identical in this respect, so the j)reponderancc of 
evidence is that piturine is nothing more than nicotine. Petit gives 
[a]D= — 123.9° ^ solution containing 0.236 grm. in 10 c.c. of 98% 

alcohol, and states that the sulphate is dextrorotator}'. It resembles 
nicotine strongly in these respects but this rotation of the alkaloid 
is not identical with nicotine. Liversidge states that it may be dis- 
tinguished from nicotine by what is known as Palm’s Test. When 
gently warmed with hydrochloric acid of 1.12 sp. gr. nicotine turns 
violet, and on addition of a little strong nitric acid the colour changes 
to a deep orange. Piturine when thus treated does not change colour 
at all, but when further heat is applied it tunis yellow. He further 
states that piturine is distinguished from coniine by its aqueous Solu- 
tion not becoming turbid on heating, or by the addition of chlorine- 
water; from aniline it is distinguished by its negative reaction with, 
solution of bleaching powder; and from picoline by being somewhat 

* Pituri consists of the dried leaves of Duboisia Hopwoodii, a shrub growing in Australia. 
It contains from i to 2 5% of the alkaloid. 
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denser than water. From pyridine piturine differs by giving a 
precipitate with cupric sulphate insoluble in excess of the base. 

When piturine is treated in ethereal solution with iodine (compare 
sparteine) the liquid becomes brownish-red and turbid, and after a 
short time deposits yellowish-red needles, leaving a yellow mother- 
liquor. The crystals melt at about ito°, and dissolve in alcohol with 
brownish-red colour. This solution leaves indistinct needles and oily 
drops on evaporation; if treated in the cold with sodium hydroxide, 
an iodoform-like odour is evolved; whereas the iodine-compound of 
nicotine is said to reproduce nicotine when similarly treated. 

POMEGRANATE ALKALOIDS. 

From the bark of Punica granahim L., Tanret, in 1877, isolated 
4 alkaloids: Pdldierinc, iso-pdlctierin(% ftielliyl pellet ierinc and pseudo- 
pelldicrine, named from the French chemist Pelletier, all of which are 
volatile but not all arc liquid at ordinary temperatures According 
to Fliickiger the first of these predominates in the stem-bark and the 
third in the root-bark. Stoeder, working on fresh Java bark, obtained 
from the white-llowered variety mixed hydrochlorides of the 

alkaloids; from the rcd-tlowered 2.43^'^ and from the black-flowered 
variety 1.71^!?). From tlie root-bark he obtained 1.29% to 1.86%, 
the plant being chiefly the white- flowered variety. 

The alkaloids may be obtained by mixing the powdered bark with 
milk of lime, exhausting with water, removing from the aqueous 
solution by extraction with chloroform and again extracting this solu- 
tion with dilute acid. If this solution is now treated with sodium 
bicarbonate, methyl and pseudo- pclletierine may be removed by 
shaking with chloroform while the other two alkaloids remain. For 
details of further separation sec Tanret, {Compi. Rend., 1880, 90, 695). 

Pclletierine, CgllijON, to which the name punicine has also been 
given, is an oily liquid, colourless when freshly prepared and kept out 
of contact with oxygen, but oxidising readil]^ in contact with air and 
forming a resinous mass. It boils with some decomposition at 195® 
under normal pressure and at 125° at 100 mm. Pelletierine has a sp. gr. 
of 0.988 at o® and is dextrorotatory ([a]j = +8°), becoming inactive 
when heated to 100°. Its salts are laivorotatory rotatory; (sulphate, 
1 <Ad = — 30°) and on heating, either dry or in solution, lose a portion 
of the base. The alkaloid is soluble in 20 parts of water and is miscible 
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in all proportions with alcohol, chloroform and ether. It forms 
crystalline salts, from aqueous solutions of which alkaline hydroxides 
liberate the alkaloid but which are not affected by bicarbonates. 

Iso-pelletierine, C^H^jON, is apparently a stereoisomer of pelle- 
tierine, which it very closely resembles, having the same b. p. and 
solubility but is optically inactive. 

Methyl-pelletierine, Cyllj^ON, is a liquid, b. p. 215°, soluble in 
25 parts of water at 12°, very soluble in alcohol, ether and chloroform, 
and forming crystalline salts which are very hygroscopic. The hydro- 
chloride is dextrorotatory ([a]^ == +22^.) The base is liberated from 
its salts by bicarbonates. 

Pseudo-pelletierine, C^IIj^ON, also referred to as methyl grana- 
tonine and granatonine, is the crystalline alkaloid of pomegranate l)ark 
and is the one which has been most carefully studied. It forms pris- 
matic crystals from petroleum ether, m. p. 48° (46°, Tanrct), b. p. 
at 246°; is readily soluble in water, alcohol, ether and chloroform; less 
easily soluble in petroleum ether, and is optically inactive. It has 
been investigated at some length by Ticcinini {Afti R, Accad dei 
Lincei Roma [5] 8, I, 392; [5] 8, II, 219. Cazz. Chim. Ital.y 1899, 29, 
[2] 104, 1 15; 1901, 31, [i] 561; 1902, 32, [i] 260) and l)y Ciamician 
and Silber {Ber., 1892, 25, 1601; 1893, 26, 156, 2738; 1894, 27, 2850; 
1896, 29, 481, 490, 2870), 

The estimation of the alkaloids in pomegranate bark may be 
accomplished by the method given by Fromme {Ccesar and Loretz 
Report, Sept., 1905, 81). 

Volumetric Method . — To 7 grm. of the air-dried bark in moderately 
fine powder, add 70 grm. of ether. Shake together thoroughly and 
then add 5 grm. of 15% solution of sodium hydroxide and macerate for 
half an hour with agitation. Filter rapidly, taking precautions to 
avoid all possible evaporation of ether; shake the filtered ethereal solution 
with 10 or 15 drops of water and set aside for a short time. Into a 
flask which has been previously washed with hydrochloric acid and 
then with water until ^free from acid, weigh 50 grm. of the ethereal 
solution, representing 5 grm. of the bark; add 30 grm. of distilled 
water and a few drops of iodeosin solution. Titrate the mixture with 
thorough shaking with NJio hydrochloric acid solution. Each c.c. 
of iV/io acid used X 0.01475 X 20 gives the percentage of total alka- 
loids in the bark. 

Gravimetric Method . — 50 grm. of the extract obtained as alx>ve is 
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shaken out with successive portions of 20, 10 and 10 c.c. of 1% hydro- 
chloric acid. The acid solutions are filtered into another separator, 
made alkaline witli sodium hydroxide and again shaken out with 
20, 10 and 10 c.c. of chloroform. The chloroform washings are filtered 
into a tared (lask, treated with 5 drops of hydrochloric acid and the 
chloroform distilled olT. Dr>' the residue, first at 70-80° and finally 
in a desiccator over sulphuric acid to constant weight. The weight 
obtained is that of the hydrochlorides of the total alkaloids, 184 parts 
of which arc equivalent to 147.5 P‘Trts of the free bases. 


SPARTEINE,* 

This alkaloid is obtained by Iloudd and Labordc {PJiarm. Jour. 
[tif], 16, 543) by exhausting in a displacement-apparatus with proof- 
spirit the coarsely powtlercd leaves and branches of broom (Spartium 
scoparium). The product is filtered, distilled under reduced pressure, 
the residue dissolved in tartaric acid, tlie liquid filtered to remove a 
greenish deposit containing chlorophyll and scoparht, CjiHjjOjo, 
the filtrate rendered alkaline by potassium carbonate, and agitated 
several times with ether. The ethereal solution is shaken with tar- 
taric acid, and the acid liquid separated and again rendered alkaline 
and extracted with ether, which on evaporation leaves the alkaloid; 
the yield being about 0.3^'^ of the plant used. 

Sparteine is a colourless, oily liquid, having a faint, somewhat 
pyridine-like odour and a bitter taste. Statements regarding its b. p. 
vary widely, that formerly accepted being 287-288° at normal pressure, 
but Bamberger gives 311° while Mourcu and Valcur {Compt. Rend., 
1^03, 137, 194) working on alkaloid prepared from the pure sulphate, 
found a b. p.of 325° under 754 mm. pressure and 188° under 18.5mm.; 
and VVackernagcl and Wolllenstein record 326° (Ber., 1904, 37, 3238). 
It distils readily with steam. Direct distillation must be carried out in 
the absence of air to avoid browning by oxidation. Exposure of the 
colourless alkaloid to air causes it to become brown and thick. It is 
readil)t soluble in alcohol, ether and chloroform, but in water only to 

> According to DeRymon, sparteine causes tremor, dilation of the pupils, incoordination 
of movements, and convulsions alternately tonic and clonic. 

Schroff found that u drop of sparteine introduced into a rabbit's mouth occasioned spaSms 
of the muscles of the spine and limbs and paralysis of the latter, slowing of the respiration 
and heart, and death in 0 minutes. 

The effects of sparteine have been compared to those of coniine, but they do not explain 
the value of broom as a diuretic medicine. Solis-Cohen considers that the unsatisfactory 
medicinal action in many cases is due to insufficient dosage, which should be in some cases 
up to 0.13 grm. (3 grains). 
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the extent of 0.3 grm. in 100 c.c., iiEsoluble in benzol and petroleum 
ether. Its sp. gr. is 1.034 at o'’ and i.oiyt) at 20°; [(i]„ -- - 16. .^2° 
in absolute alcohol; 1.5293 at u/ (Mourcu and Valeur). 

Sparteine is a well-defined base, uniting with acids to form erystab 
lisable salts, and having the constitution of a tertiary diamine. It is 
monacid in character with litmus and phenolphthalei'n, and diacid to 
methyl-orange. Commercially available salts of sparteine are the 
sulphate, hydrochloride, hydriodide and triiodule. 

Sparteine sulphate,^ C,5ll2cN2.Il2S()^d 5IT2O, forms large, 
transparent, very soluble rhombohedra, a solution of which gives 
with alkali hydroxide and ammonia a white precipitate insoluble in 
excess. 

Cadmium iodide gives a white curdy precipitate, and sodium phos- 
phomolybdate a white precipitate, di.ssolving on heating the liquid. 
Platinum chloride yields a yellow precipitate of BlljPtClo-l- 2II2O, 
very insoluble in cold water and alcohol, but ciy-stallising from hydro- 
chloric acid in rhombic prisms. Sparteine gives no colouration with 
concentrated • mineral acids. It crystallises with 5TI2O dries to con- 
stant weight with iIljO in vacuo over sulphuric acid and when heated 
to no'’ loses this last molecule of water and rapidly turns brown. 
When anhydrous it melts at 136'’. In 3-6% aqueous solution 
[® 1 d~ —22.12'’ at 15-20°. Soluble in i.i pts. of water, 2.4 pts. of 
alcohol at 25°, and insoluble in ether and chloroform. Because of its 
acid reaction to phenolphthalei’n it may be titrated accurately with 
N/10 alkali. 

Sparteine forms also a hydriodide, m. p. 226-228'’; a dihydriodide, 
m. p. 257-258'’; a platinichloride, m. p. 244-257°, with decomposi- 
tion; an aurichlorUle, m. p. 175-184'’, with decomposition; a picrate 
m. p. 199-200*’; and oxalate, m. p. 138-140'’, crystallising from alcohol 
with I mol. CjHjOH. It also forms a metho sulphate, crystallising 
with 7 HjO, [o:]d= “24.54'’, acid to litmus. 

From sparteine excess of methyl iodide readily forms a meihiodide 
in white plates, very soluble in alcohol and water, less soluble in 
acetone, alkaline to Methyl orange, melting with decomposition at 
240° and having [a]o= —22.75*’ in 12% aqueous solution. According 

* Administered in doses of o.i grm., Sparteine sulphate is stated (G. See, Compl Rend,, 
1885, lOi, 1046; Year-book Pharm , 1886, 283) to have a tonic action on the heart more 
prompt and lasting than that of digitalis of convallamann, restonng the rhythm of the 
heart 8 action better than any known remedy, and resembling belladonna in accelerating the 
heart-beats in weak and atonic conditions of the heart. It does not appear to have any 
injurious action on the digestion, or on the nervous system generally. 
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to Bemheimer, on gradually adding 3 parts of iodine dissolved in ether 
to an ethereal solution of i part of sparteine, a black precipitate is 
formed which, when separated, washed with ether, and dissolved in 
boiling alcohol, crystallises on cooling in beautiful green needles of 
formula C,5ll2flN2l3. This substance is insoluble in cold water or 
alcohol, but dissolves in either liquid when heated. It is insoluble in 
ether, permanent in the air, and yields free sparteine when heated with 
alkali hydroxide. Bromine acts strongly on sparteine at the ordinary 
temperature, even when largely diluted with ether, forming an unde- 
fined resinous mass. The metho-bromide melts with decomposition 
at 219°. 

It has been considered that sparteine is reduced by tin and hydro- 
chloric acid to di/iydrosparteine, C16II28N2, a heavy litjuid boiling at 
281-284°, hut Wackernagel and Wolffenstein {Bcr., 1904, 37, 3238) 
state that it cannot be reduced and is therefore not an unsaturated 
base. 

Sparteine is readily oxidized by various oxidising agents, with the 
production of a series of related compounds. * 

Spartyrine (Willstiitter and Marx, 1905,38, 1772) or deity- 
drosparteine (Ahrens, Ber.y 1893, 26, 3035), C,5H24N2, is recorded by 
the latter as a liquid boiling at 314-315°, but the former authorities, 
obtaining it by oxidation of the sulphate with chromic acid, describe 
it as forming crystals from ethyl acetate, m. p. 153-154° [«]o = 
-25.96° at 18.5°. 

Oxysparteine (Willstatter and Marx, Ber.y 1905, 38, 1772) or 
hydroxys par tcine (Ahrens, Ber,, 1891, 24, 1095), C,5H24 0 N2, obtained 
by the former by further oxidation of sparteine sulphate with chromic 
acid, crystallises in needles, m, p. 87.5° (84°— iVhrens) ; b. p. 209° under 
12.5 mm.; [«]„== —10.04° at 18°. It is not oxidised further by 
chromic acid or potassium permanganate. Phosphorus oxychloride 
causes elimination of i mol. of water with the production of a volatile 
base, C45H22N2. The platinUhloride of oxysparteine forms short 
prisms with 21(20, which become anhydrous at 130° and melt with 
decomposition at 225-227.° 

Dioxysparteine, 0,51134 OjNj, forms prisms, m. p. 128-129°. 
By heating with concentrated hydrochloric acid it is converted into 
dehydrosparteine (Ahrens, Ber , 1887, 20, 2218; 1892, 25, 3607.) 

Trioxysparteine, C,5H2403N3, forms deliquescent crystals and is 
a monacid base. 
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Two isomeric, oily, liquid bases of formula are also 

reported by Ahrens as found by oxidation of sparteine. 

A number of methyl-, methiodo- and ethiodo-dcrivatives have also 
been prepared. 

According to Grandval and Valser, when a drop of ammonium 
sulphydrate is placed on a watch-glass, and a trace of sparteine or 
one of its salts added to it, a permanent orange-red colouration is 
immediately produced. 

Reichard (Pharni. Ccnlr., 1905, 45, 300) gives the following colour 
reactions for sparteine: 

Ammonium molybdate in sulphuric acid gives no colour with spar- 
teine, but on the addition of ammonium persulphate a yellow colour 
results. 

Mix a few drops of a solution of ferric chloride and potassium thio- 
cyanate; evaporate to dryness and add a drop or two of aqueous 
solution of sparteine, when a violet-blue to reddish-violet colour 
appears, permanent on drying. 

By substituting potassium ferrocyanidc for the thiocyanate in the 
above test, a pale violet colour is produced. On treating the dried spot 
from this test with solution of potassium thiocyanate, tlie colour 
changes to pale blue and deep blue on drying. 

SPIGELINE. 

This is said to be the active principle of Spigelia Marylandica, or 
“pink-root.” As obtained by W. L. Dudley, by distilling the root 
with milk of lime, it was volatile, gave with iofline a brownish-red 
precipitate, and with Mayer’s reagent a white crystalline precipitate 
soluble in alcohol and ether, and differing from most similar precipi- 
tates by being soluble in dilute acid. Spigeline is said by Stabler to 
be bitter, prtfeipitated by tannin, and soluble in water and alcohol, 
but not in ether (?). Pink-root is often used as a vermifuge, and 
possesses poisonous properties allied to those of gelsemium, depressing 
the action of the heart and of respiration, and in large doses causing 
loss of muscular power {Practitioner, July, 1887). It produces stra- 
bismus, dilatation of the pupils, and temporary loss of sight, with 
some drowsiness but not narcotism. A fluidextract of spigelia root is 
official in the United States Pharmacopceia. 
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Other Volatile Alkaloids. 

Pictet and Court [Bcr., 1907, 40, 3771) record the isolation of a 
volatile base of the formula C^llj^N, or from the fruit of 

Piper 7 ii^rum L., the auric Jiloridc of which crystallises from dilute 
hydrochloric acid in yellow leaflets or needles, m. p. 182°. The 
plalinicliloridc melts at 203° and is insoluble in alcohol. 

They obtained from the leaves of the carrot two volatile bases, the 
more easily volatile of which was identified as pyrroUdme; the other 
was a new base to which they pjave the name daiicine. It is a colour- 
less, oily liquid, with an odour resembling nicotine, b. p. 240-250°, 
soluble in water, alcohol, ether, of distinct alkaline reaction to litmus 
and having an optical rotation of 4-7.74°. They give for its 

formula, C.\,Jf,gN2. From the seeds of the carrot they obtained very 
small (juantities of a base which is a pyrrole derivative, and giving an 
insoluble aurichloridc decomposing at 172-175°. 

From parley leaves a small qiiantily of a volatile base was obtained 
which received, however, but little investigation. • 
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By R. W. tonkin. 

Nicotine. C.oHhN^; or QH.N.C.IIjN.CII,. 

Nicotine is a liquid alkaloid and is the main poisonous basic principle 
in tobacco, in which it occurs in very variable proportions. In the 
plant it exists in combination with organic acids (malic, citric, etc.). 
Nicotine is ^ 9 -pyridyl-(r-»-methylpyrrolidine. Pictet {Ber., iqcxj, 33, 
2355), starting from / 9 -aminopyridine which was successively converted 
into^'pyridyl-pyrrole, i-methyl-2-/Ppyridyl-pyrrole,nicotyrin, i-methyl- 
2-/?-pyridyl-tetraiodo-pyrrolc, obtained tctrahydronicotyrinc, which is 
^-nicotine. Pure nicotine is a colourless, oily lluid which boils without 
decomposition at 246.7 under 745 mm.; it does not solidify at —30°; 
the sp. gr. is i.oi at 20*^. It has a sharp burning taste, and if pure but 
little odour. On exposure to air for any time it acquires the peculiar 
smell of tobacco, and after prolonged exposure becomes brown in 
colour, and is eventually changed to a resinous mass. 

Nicotine is powerfully laevorotary. [a]*^ = — 166.33°, but its salts, 

D 

on the contrary, are dextrorotary. Landolt gives [«] = — 161.55°. 

The following values are given by Landolt {Optische-Drehungsver- 
tnogen) for the specific rotation of nicotine in aqueous solution. 


% Nicotine 

% Water 

sp. gr. at 2oV4° 

/ in dm. 

D 

r 

1 

89 92 1 

10.08 ^ 

1.0267 I 

0 9092 

- 123 47“ i 

- »33 .8s 

78.39 

31.61 1 

I 0353 1 

0 9993 

- 88 82 ‘ 

-109 53 

65-90 ! 

34.10 j 

I .0401 1 

0 9993 

- 64 54 ' 

- 94.34 

53.48 

46 S3 1 

1.0365 1 

0 9992 

— 47 95 

- 86.58 

34.39 1 

65.71 ; 

1.0228 . 

0.4983 

— 14 . 1 1 

— 80.78 

17.68 1 

82.33 1 

I .01 16 j 

0 4983 

- 6.8s , 

- 76.94 

16.34 1 

83.66 

I 0096 j 

0.4983 

- 6.33 ; 

- 76.88 

8.97 1 

91.03 ; 

1.0047 

0.9993 

~ 6.80 ; 

75.53 


For the values of specific rotatory power of nicotine salts in aqueous solution at 
different concentrations consult Landolt {loc. c%i ). 


Nicotine is very hygroscopic; on dissolving the alkaloid in water 
heat is developed, and a contraction in volume occurs. 
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C. S. Hudson (Zeit. Physikal. Chem.y 1904, 47 , 113) has investigated 
the solubility of nicotine in water, and finds that 5% of nicotine is 
soluble at any temperature in water and 15% of water in nicotine. 
The solubility curve is a closed figure and shows the formation of a 
definite hydrate which between the temperatures of 60° and 210° will 
separate out from the excess of either water or nicotine; the density of 
the hydrate varies according to the temperature more rapidly than 
that of water or nicotine, so that the upper or lower layer may be the 
hydrate according to the temperature. The solubility of the hydrate 
in water varies according to the temperature. 

The aqueous solution of nicotine is powerfully alkaline in reaction. 
The nicotine is partially separated by addition of excess of potassium 
or sodium hydroxide (compare pyridine). Nicotine in aqueous solu- 
tion, and in the absence of any other free base, can be estimated by 
titration with standard acid and methyl-orange. 

Nicotine forms 2 classes of salts. The monacid salts are stable 
and neutral to litmus and methyl-orange, but the diacid salts have an 
acid reaction. Most of the salts of nicotine crystallise with difficulty. 
The acid tartrate, C,oH,^N2(C\HgOfl)2+ 2II2O, is an exception, and 
forms handsome tufts when ether is added to its alcoholic solution. 

Detection of Nicotine. 

Although of high b. p., nicotine, like coniine, is readily volatile with 
steam and if an aciueous alkaline solution be distilled the nicotine 
passes over in the earlier distillates. 

The usual reagents for alkaloids precipitate nicotine from more 
dilute solutions than coniine, which is the most likely alkaloid to distil 
with nicotine; thus the platinichloride of nicotine is precipitated from 
a 1:5,000 solution (coniine only in 1:1000). 

Gold chloride precipitates nicotine from 1:10,000; mercury-potas- 
sium iodide solution from 1:15,000; bismuth-potassium iodide solution 
from 1:40,000; iodine in potassium iodide solution from 1:250,000. 

If a ^small quantity of nicotine dissolved in dry ether with a little 
iodine is allowed to stand in a sealed tube a resinous precipitate is 
gradually formed, while in the liquid ruby-red crystals, which look 
dark blue by reflected light, are formed (Roussin’s crystals). 

Kippernberger (Zeitsch. Anal. Chem., 1903, 42 , 274) states that the 
formation is most certain when i mol. nicotine is acted on by 2 mols. 
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iodine; but that the colour and formation of the crystals may var>' con- 
siderably, and does not regard it as a very decisive test. 

Schindelmeiser’s Reaction (Pharm. Zentr-Ji., 1899, 40, 703). — If 
nicotine, free from resin, is treated with a drop of formaldehyde (which 
should not contain any formic acid) and then with a drop of concen- 
trated nitrit acid the mixture is coloured deep rose- red. If the mixture 
of nicotine and formaldehyde is allowed to stand for some hours a 
solid compound is formed which will give a more pronounced coloura- 
tion with the acid; but in this case excess of formaldehyde must be 
avoided as otherwise the mass formed is greenish coloured and 
rapidly decomposes. Trimethylaminc, piperidine, pyridine, picoline, 
quinoline and aniline give no reaction in this way. 

Extracts of decomposing horseflesh or the entrails of other animals, 
prepared by Stas-Otto’s method, also give no reaction. 

Melzer {Zcitsch. Anal. Client.., 1908, 37, 357) find that nicotine 
reacts energetically with epichlorhydrin when heated to 120°, giving a 
deep red coloured product; in concentrated solutions the reaction 
becomes violent. 0.5 c.c. of a 1:500 sol. of nicotine in alcohol boiled 
with 2 c.c. epichlorhydrin gives a distinct red colour; and lesser quan- 
tities may be detected by boiling the mixture for some time. About 
0.0005 grm. nicotine may be detected in this way. Strong solutions 
of lobeline give a somewhat similar colour, but solutions of coniine 
give only a feeble yellowish colouration. 

Aniline, dimethylaniline, cadaverine and ammonia give no reaction. 

Picric acid, if added in excess to solution of nicotine, throws down 
nicotine picrate as an amorphous yellow precipitate, which rapidly 
changes to a mass of crystalline tufts, even in presence of foreign 
organic matter. 

Nicotine is precipitated by Mayer’s reagent from very dilute solu- 
tions; and, by operating hi strongly acid liquids, Zinoffsky obtained 
very good quantitative results. The formula of the precipitate is 
CioHujNjHgl^, and i c.c. of the reagent represents 0.00202 grm. of 
nicotine. 

On adding mercuric chloride to a solution of nicotine a white crys- 
talline precipitate is produced, soluble in dilute hydrochloric or acetic 
acid. This is the most characteristic reaction of nicotine. Strychnine 
produces a similar precipitate, nearly insoluble in acetic acid. Many 
other alkaloids are precipitated, but the compounds are almost in- 
variably amorphous. This is the case with the precipitate produced 
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by coniine, which is almost the only alkaloid which will distil over with 
nicotine on boiling the solution with a slight excess of sodium hydroxide. 
Ammonia, however, behaves like nicotine, and must, if necessary, be 
separated before applying the test. In addition to the above chemical 
tests the physiological action of nicotine may be used to detect small 
quantities of the alkaloid. Frogs show very characteristic symptoms 
of nicotine poisoning; at first excitation, and afterward paralysis of the 
brain and respiratory muscles, with tetanic convulsions similar to those 
produced by curare. The intermittent diastolic stopping of the heart 
is extremely characteristic of nicotine. 

Estimation of Nicotine. 

A variety of methods have been devised for the estimation of nicotine 
in tobacco, insecticides, and similar preparations. The majority of 
the earlier ones employed distillation of the nicotine to separate the 
alkaloid, but have now been superseded by methods involving extrac- 
tion with some suitable solvent. , 

E. Algrain {Mem. dcs Manufactures dc VEtal, 1908, 256) gives the fol- 
lowing process: 20 grm. of the finely powdered tobacco are triturated 
with 20-50 c.c. of a liquor composed of 90% saturated salt solution and 
10% sodium hydroxide solution of 45^^ Be. in a wide-mouthed bottle. 
100 c.c. petroleum arc added and the mixture shaken well for 1/4 
hour. An aliquot part of the petroleum is filtered off and after 
adding to it 50 c.c. water and a drop or two of indicator (litmus 
is named) the nicotine is titrated with standard sulphuric acid. 
The results should be increased by one-tenth. A quick method is 
that of Kissling’s {Zeitsch. Anal. Chem.j 1895, 34» 345) which is 
described in detail on page 250. 

C. C. Keller {Ber. d. Deut. Pharm. Ges., 1898, 8, 155) gives the 
following: Take 6 grm. of the powdered tobacco and shake up with 
10 c.c. of 20% potassium hydroxide solution and 60 c.c. each of ether 
and petroleum ether for 15 minutes in a closed vessel. Then allow to 
rest for 3 hours. Filter off 100 c.c. into a glas»and remove the ammo- 
nia by blowing a strong current of air through it for 2 minutes. To 
the residue add 10 c.c. alcohol and 10 c.c. water with a drop of iodeosin 
solution as indicator, and shake well. Add an excess of N/io sul- 
phuric acid, and titrate back with N/10 potassium hydroxide. 

T6th*s Method {Chem. Zeit., 1901, 25, 610). — 6 grm. of dry pow- 



POISONING BY NICOTINE AND TOBACCO. 


241 


dered tobacco are triturated in a mortar \vith 10 c.c. of 20% sodium 
hydroxide solution and into this paste enough burned gypsum (plaster 
of Paris) is worked to produce a dry mass which will not “bind” when 
pressed into a lump. This mixture is put into a well stoppered bottle 
and to it is added 60 c.c. of ether and 60 c.c. of petroleum ether. The 
bottle is shaken at frequent intervals for an hour; 20 c.c. of the ether 
mixture is drawn off and titrated after adding to it 50 c.c. water and a 
drop of iodeosin solution. It is best to add excess of acid and shake 
well, and then titrate back with N / 10 potassium hydroxide solution. 
It is of interest to note that Kippenberger {Zeitsch. Anal. Chemie, 1900, 
39, 210) investigated the action of the following indicators when 
titrating various alkaloidal solutions; iodeosin, ethyl orange, azolitmin, 
uranin, cochineal, hjcmatoxylin, phcnolphthalein, laemoid and alkanin. 
He found that laemoid worked best for nicotine, followed by iodeosin, 
uranin, and cochineal in the order given. 

Of the methods just given, that of Toth is most used in England at 
present, and is applicai>le, with slight variations, to many estimations 
of alkaloids. * The plaster of Paris removes any ammonia which may 
be produced from the tobacco, and the only drawljack to it is that the 
titration may take a long time, owing to the ether and aqueous layers 
separating slowly if much resinous matter has been extracted from 
the tobacco material employed. It is the most satisfactory to use. 
Keller’s and Kissling’s methods arc liable to give results too high owing 
to the presence of ammonia in the extracts, but have been much used 
on the continent, and Kissling’s method was adopted by the A. O. A. C. 
in 1904. 


Poisoning by Nicotine and Tobacco. 

Nicotine is one of the most violent poisons known. Only a few 
instances arc on record of poisoning of the human subject by the pure 
alkaloid, but the effects of tobacco, which owes its poisonous properties 
entirely to nicotine, are well known. Impure solutions of nicotine 
and infusions of tobacco are employed as insecticides. 

“The usual effects of a poisonous dose of tobacco, when taken into 
the stomach, arc confusion in the head, paleness of the countenance, 
vertigo, nausea, severe retching and vomiting, heat in the stomach, 
great anxiety, a sense of sinking at the pit of the stomach with extreme 
prostration, trembling of the limbs, and sometimes violent purging. 

Vol, VI.— 16 % 
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The pulse is small, feeble, and almost imperceptible; the respiration 
difficult, and the skin cold and clammy; the pupils are generally dilated, 
but sometimes contracted, and the vision is usually more or less 
impaired. Death is often preceded by convulsions and paralysis’* 
(T. C>. Wormley, Microchemistry of Poisons). 

In toxicological investigations, nicotine may be isolated from the 
viscera in the same manner as coniine. An alternative method 
is to digest the suspected matters with water acidified with acetic 
acid, and treat the filtered liiiuid with excess of lead acetate. 
The liquid is again filtered, the lead removed from the filtrate by 
passing hydrogen sulphide, and the clear solution treated with sodium 
hydroxide, separated from any precipitate, and distilled, when a fluid 
having the odour and exhibiting tlie reactions of nicotine will be 
obtained. 


Tobacco. 

Tobacco is the dried leaf of Nkotianum Tabacum, or N. Rustica, 
the latter furnishing Kast Indian and Turkish tobacco. Persian 
tobacco which has been regarded as a separate species is a variety of 

N. Tabacum. 

The tobacco plant is very susceptible to variations of climate and 
soil, which have in time a very marked effect on the texture and prop- 
erties of the leaves, no less than 50 varieties of tobacco plants being 
recognised in the United States. 

The plant owes its use to the volatile alkaloid nicotine which it con- 
tains in very variable proportions. In addition nicotinine, nicoteine, 
nicotelline, pyrrolidine and methyl-pyrroline have been separated in 
small quantities from the crude alkaloid extracted from tobacco. 

T. E. Thorpe {Trans., 1901, 79, 982) finds that tobacco leaf contains 

O. 1% of a paraffin, and 0.2% of waxy matter. 

The leaves of tobacco when gathered must be cured and the manner 
in which the process is carried out has a most important effect on the 
quality, colour and texture of the resulting tobhcco. 

The curing process does not ^eem to be simply a matter of drying 
out moisture, but involves the action of life. 

J. Behrens (Landw. Versuchs-Stal., 1894, 40, 248) finds that if leaves 
are subjected to the vapour of chloroform before curing, they dry up, 
and contain much more starchy matter, more sugar and more albumin- 
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6id nitrogen than leaves normally cured. In addition the heavier and 
darker tobaccos are subjected to a process of fermentation. The result 
of this is to modify the composition of the leaf and alter the flavour 
by producing “ferment oils.” 

The loss on fermentation varies from 8 to 16^^, but the amount 
lost is no indication of a good or bad fermentation, the success of the 
operation depending on the flavour imparted to the tobacco. 

Schizomycetes occur in fermented tobacco in large numbers, but 
the number of species is very limited. Trial experiments by K. 
Suchsland, with foreign ferments on German tobacco-leaves, yielded 
a tobacco not recognisable as of (German origin. 

In the curing of Louisiana “Perique” tobacco most of the organic 
acids present in the leaf are converted into butyric acid, to which the 
peculiar flavour of this tobacco is due. 

E. Quajat {Bicd. Centr., 1880, 345) found the ash of 14 samples 
of dry tobacco (including both superior and common kinds) to range 
from 3i.03V(; in a Bassano sample to 17. ii in Virginian and 16.78% 
in Turkish. He considers that the quality of tobacco varies inversely 
with the ash, but Ncssler recognises no relation between the two. 
The proportion and composition of the ash of English tobacco has 
been investigated by A. Wingham {J.Soc. Chem. Ind., 1887, 6, 76, 400), 
of Indian and Burmese tobaccos by R. Romanis {Chem. News^ 1881, 
46, 248), and of various kinds of tobacco grown in Japan by J. Taka- 
yama {Chem. News^ 1885, 49, 301), and Fesca and Imai {J. Soc. 
Chem. Ind.f 1888, 7, 759). 

The combustibility of tobacco is profoundly affected by the pro- 
portion and nature of the universal constituents, especially the calcium 
and potassium, and the forms of combination in which these metals 
occur. The ash of the more combustible tobaccos is comparatively 
rich in potassium carbonate, showing the presence of a large proportion 
of organic salts of potassium in the original tobacco, while the ash of 
tobacco of inferior burning quality contains a larger proportion of 
sulphates or chlorides, and hence proportionately less alkaline car- 
bonates. According t(f Schloesing and Nessler tobacco bums, best 
when it contains a considerable proportion of potassium malate,which 
is a natural constituent of the leaf; but the effect may be imitated, and 
a slow burning tobacco improved, by the addition of potassium acetate 
or other organic salt of potassium. 

The mode of existence of the nitrogen in tobacco has been investi- 
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gated by Fesca and Imai (/. Soc. Ckem. Ind.^ 1888, 7, 759), who have 
published the following among other interesting analytical data:^ 

1 Highest Lowest Average 

I percentage ' percentage of 8 samples 


In air -dried tobacco : 

Sand 

Moisture . . 

In dry, sand-free tobacco: 

Pure ash 

Containing soluble COj 
Containing insoluble CO > . . 
Containing KiO . 

Crude fat .... 

Crude fibre . 

Total nitrogen . . . 

Ammo nitrogi'n 
Albuniinoids 
Nicotine 

Per 100 parts of total nitrogen : 

N as amino-compound.s 
N as albu mini ads 
N as nicotine . . . . 


t.gi I 1.02 I 1.48 

12.21 I 8 39 ' 10,46 

14 64 10.68 I 12.82 

0 S 7 0.34 0.44 

4 19 3 05 ' 3 54 

4 73 3.J4 I 3 97 

14 44 ro 34 ; 12.12 

is so 1 I 3 -J 7 ' 14-10 

1 69 ; 1.29 I 1.44 

o 67 I o 32 0.48 

3 62 I o 69 . 2 58 

4 09 ( 263 I 3.16 

i 

41 3 I 2.3 2 32 7 

40 o I 96 29.2 

48 6 ; 29.7 38.1 


The inlluence of the soil and fertilizers used on the quantity and 
quality of tobacco produced have been investigated by many experi- 
mental agricultural stations, and the following tables show the com- 
position of tobacco grown with various fertilizers at the Connecticut 
Agric. Station in 1896, with the deductions of the Board; the experi- 
ments were carried on for 6 years, 1891 to 1896. 

^Pcsca and Imai deduce the following conclusions from their researches The quantity 
of nicotine may be considered as beanng the same relation to tobacco as the percentage of 
alcohol does to spirituous liquors; but as yet a high percentage of nicotine has not been 
•hown to be an indication of the good quality of tobacco. Nitnc acid should not be found 
in well -fermented tobaccos Ammonia estimations arc frequently too high, as they include 
some amino-nitrogen, o i % or so of ammonia does not seem to lower the quality ol the 
tobacco The proteins in a tobacco afford no indication of quality unless the proportion of 
amines is simultaneously considered The ammo-nitrogcn represents for the most part 
harmless, or, perhaps, even beneficial, nitrogenous compounds. It is possible that a lurthcr 
study of these substances and their decompositions will reveal the presence of substances 
exercising a direct inlluence on the quality of tobacco. Anyway, the conversion of proteins 
into amines is one of the most important results of the fermentation. Ordinary fat deter- 
minations. or rather extracts, are of no use in tobacco analysis Carbohydrates should not 
be present in wcll-ferinentcd tobacco, but a study of the changes they undergo would doubt- 
less be of great value in connection with tobacco. Only considerable differences in the 
amount of the various constituents of tobacco can give any conclusive indication of the 
quality of a tobacco Very bad tobaccos always contain much protein matter, sulphunc 
acid, chlorine, and large quantities of mineral acids, with small proportions of amino-nitro- 
geu, potassium salt, etc. By the present methods of analysis it is easier to recognise a bad 
tobacco than one of good quality. Bases, particularly potash and lime, in medium quantity, 
are favourable to the good quality, and especially the combustibility, of tobacco An excess 
of either of these bases over a liberal mean percentage is neither a sign of good quality nor 
combustibility, and only an exceptionally low percentage of either of them can be regarded 
with certainty as a bad sign. Very high magnesia is prejudicial to the combustibility. 
Minei^ acids in large quantities indicate both bad combv^tibiHty and quality; but only a 
very f^h proportion of an individual acid can be safely considered a decidedly bad indica- 
tion. The cornbustibility is influenced to the greatest extent by the quantity of sulpuhnc acid 
present, and in a diminishing degree by the percentage of chlonne, phosphoric acid, and 
silica in the tobacco. The percentage of soluble carbonates appears to have no important 
influence on the quality ana combustibility of tobacco; the influence of the total quantity 
of carbonates in the ash is much greater, but even in this there is a maximum beyond which 
the percentafje of carbonic anhydride in the ash cannot be regarded as indicating increase 
of combustibility. The relation of carbonates to the mineral acids is a much more impor- 
tant factor, a large preponderance of the former being a favourable sign. High basicity of 
ash is an excellent indication of good combustibility, especially when not due either entirely, 
or to a great extent, to magnesia or iron. 
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Quantity of ingredients Tobacco in 1896, 

supplied in lbs per acre per acre 

lbs 

Plot 

Manure used 

Nitro- Phosp 

gen acid Potash Total 

Long 

i\rap 

per 

Sht'rt 
w rap- 
per 

p 

Cotton seed meal, dou- 
ble carbonate of potas- 
sium and magnesium , 

* and bone 1 

105 157 340 135s 

i ' i 

535 


26s 

D . . 

Cotton seed meal, cot- 
ton hull ashes 

210 195 340 1730 

945 


275 

F . . . 

Linseed meal, cotton ' 
hull ashes, bone 

105 143 150 1210 

400 


2 1 s 

Y .. 

Cotton seed meal, wood- 
ashes. 

105 150 340 1390 

63s 


200 

AA .. 

Horse manure 

III 71 149 1,375 

650 


160 

0 .. . 

Cotton .seed meal, ])otas- 
sium larbonale, bone 

105 '57 340 1440 

680 


375 

II ... 

Castor pomace, cotton 
hull ashes 

210 188 330 1775 

940 


275 

L .... 

Cotton seed meal, dou- 
ble sulphaVc of ])c»tas- ' 
Slum and magnesium, 
bone 

105 157 340 1515 ' 

' 

645 

1 

225 

Bn 

Tob.icco stems 

111 36 4X6 15X5 

K30 


2 95 

M 

Cotton seed meal, high 
grade potassium sul- 
phate, bone. 

'05 157 3 to 1530 

64 s 


250 

TOBACCO GROWN AT CONN. AGRIC. STATION IN 1896. 

SITION OF LEAF FROM VARIOUS PLOTS. 
Long Wkappkr Lkwes. 

COMPO- 


; P 

D F Y ' AA 0 H ' 

Vi % % % 

L 

BB 

M 

% 

Ash, . . 

1 „ 

1 5 84 

18 04 15 60 17 35 18.26 16 1017 51 

j 8 33 ’ 

r6 90 

18.34 

Ether extract . | 5 a8 

4 66 5.38 4 55 5 78 5 29 4 8S 

4 90 

5 . 26 

4.90 

Fibre . 

. .. . . !i3.84 12.73 13 91 13 30 14 77 13 75 12 90 

13.81 1 

13 .62 

14.13 

Nicotine . . . 1 3 -66 

3.12 3.35 2.97 2 67 3 19 3 29 

3 89 

3.66 

2 .8 z 

Nitnc acid i 48 

4.16 0.62 I 43 I 00 I 81 3.76 

1.43 

3 44 

0 61 

Proteids 19^9 18.46 17.84 17 64 17.07 ig. 03, 18. 91 

18.12 18 .96^18. 09 

Nitrogen-free extract ... [40.41 38.83 43 .30 43 76 40.4s 40.83 38 . 78 40. 5* 38 . 16 41 . 1 a 

Total nitrogen 4.14 

4-58 3-59 3 - 7 ' 3 45 4-06 4.57 

3.77 

4-55 

3-53 

Nitrogen as nicotine 0 64 

0.55 0 58 0.52 0.46 o.ss 0.57 

0.50 

0.63 

0.48 

Nitrogen as nitric acid . . 0.39 

1.08 0 16 0.37 0.26 0.47 0.97 

0.37, 

0.89 

0.16 

Nitrogen as proteid .... 3 . 1 1 

2 95 3 85 2.82 3.73 3.04 3.03 

a 90 

3-03 

3.89 
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Short Wrapper Leavt.s. 



i P 


D ; 

F 


\ 

1 

AA ' 

0 1 

H 

L 

BB 

M 


i 

D ! 

Ve ! 




i 

1 

% 

i 

/ 

1 



% 

% 

% 

Ash . 

17 

47 

19 

hh' 

17 

80 

f 9 

1 

38 

20 

61 

18 

20 

20 

1 

16 

31 . 13 

20 

13 

31.31 

Eth(T extract 

5 

Ho 

5 

2<> 

6 

1 3 

5 

28; 

6 

01 

5 

6s 

S 

19 

S.IO 

S 

8a 

s 46 

Fibre 

T 2 

78 

I 2 

03 

I 1 

40 

13 

14' 

14 

• s' 

1 2 

82 

12 

16 

12 58 

13 

93 

12.98 

Nicotine, 

• 3 

50 

2 

69 

a 

71 

2 

3> 

’ 

3 

36, 


80 

2 

58 

2-53 

3 

S 2 

a . a4 

Nitnc acid 

. 0 

67 

2 

47' 

0 

27 

0 

7 i| 

0 

41 

0 

83 

3 

47 

0.54 

3 

38 

! 0.3a 

Proteids 

13 

00 

13 

67 

13. 

16 

« 3 . 

12, 

13 

99 

13 

54 

•4 

84 

12 80 

U 

27 

13-77 

Nitrogen-free extract 

46 

78 43 

<»<) 4 ') 

S 3 

46 

07 43 

47 46 

16 4 r 

60 45-32 

40 

95 

'44 03 

Total nitrogen 

1 3 

87 

3 

29 

2 

64 

2 

68 

3 

59 

2 

86 

3 

72 

a .6a 

3 

.60 

' 2.68 

Nitrogen as nicotine 

1 0 

6i 

0 

46 

0 

47 

0 

40 

0 

40 

0 

48 

0 

44 

0 44 

0 

44 

; 0 39 

Nitrogen as> nitnc acid 

- ! O' 

18 

0 

64 

0 

07 

0 

18 

0 


0 

22 

0 

90 

0 14 

T 

.87 

0.08 

Nitrogen as proteids 

■ -1 * 

08 

3 

19 

3 

lO 

1 

10 

3 

08 

a 

t6 

3 

38 

2.04 

' a 

1 

.29 

3.31 
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ASH ANALYSIS. 

Long Wrappers. 



1 P ■ D : F 

Y 

AA 

0 

H 

L 

BB 

M 


I % I Vo j Vo 

Vi 

Vo 


% 

% 

% 

% 

Silica. 

I 64 1 67! I 47 


1 .04 

r.43 

I 52 

1 . 39 

1 .09 

1.33 

Potash. . . 

.. 45.5444.4041.8842.144791 

46 56^44 46 38.62 

53.76 38.61 

Soda . . . . 

1 I 07 0.73' 0 85 

0.68 

0 40 

0 59 

0 81 

0.49 

0.48 

o.7t 

Lime. 

2J 89 30. so so 95 

34 76 t9 8 o| 3S 85 28 20 

32.17 

27.35 38 98 

Magnesia. 

16.43 12.18 12 10 

9.44 

12.16 

5 12 

13.23 

8.87 

6.84 

3 49 

Iron and alumina 

0 

ei 

0 

I 73 

1. 14 

3 01 

1.84 

1.78 

2.24 

3 08 

PhoshpRoric acid 

3 8oj 3.38 3.38 

3.26 

3.41 

3 57 

3 .40 

3-95 

a .98 

4.76 

Sulphuric acid 

4.93' 4.40 6.80 

5-32 

5.41 

4.14 

5-35 

11. II 

4.58 

9.31 

Chlorine 

. . . 1 0.84' 0 9I' 0.65 

1 .95, 1 1 . 36 

0.94 

1. 8s 

1 

‘2.20 


0.96 
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Short Wrappers. 



i P 

D 1 P ' Y AA 0 

II 

L 

nn 

M 



, Vo % ) % , % Vo 

* 0 

1 

Vo 


Silica 

'12.41 

277 2 41 1 .70| I 80 2 69 

3 24 

1.89' 

I 95 

2.36 

Potash ... . 

-46 3440 2939 8841 434a 7044 9244 4835.82 51.4136 62 

Soda . ... 

1 .76 

118 I 34 1.24 0.65 0 77 

I 03 

0.72 

1.09 

0 90 

Lime . . . 

18 76 34 07 31 04 36 39 23 4 S 38. II 

as .59 33-68 

29.90 40 41 

Magnesia .... 

1 

22 37 

12 58 14 44 9.19 13 68 5 16 

16 12 

10 00 

6.99 

4.71 

Iron and alumina 

. 2 57 

2,55 222 237 2.79 2.66 

2 06 

2.73 

232 

2.10 

Phosphoric acid 

2 841 

2 90 271 2 43 2 97 2 62 

2 61 

3 00 

I 91 

3.77 

Sulphuric acid 

3 57 ' 

3 27 5 63 4.47 4 51 2 62 

4 06 

II 25 

3 4 5 

8 72 

Chlonne ... 

0.49I 

0.48 0 41 1.00 9 61 0.56 

1 .03 

1 .18 

1.25 

0.52 

Fire-holding Tests. 


P 

D F Y AA 0 ) 

11 

L j 

BB 

M 

Long leaves 

4 

3 6 18 5 

9 

7 

2 

10 

Short leaves 

5 

42183 

7 

10 

6 

9 


On fermentation the tobacco lost io%, and was submitted to a 
tobacco expert who arranged the samples in the following order of 
commercial merit. 

P. Y. AA. H. F. O. D. BB. L. M. 

The main influence of the fertilizer is seen in the composition of the 
ash. There is but little difference in the amount of ether extract, 
fibre and nitrogen-free extract traceable to the fertilizer used. 

WT: 'e a ’^'^ge quantity of nitrogen was supplied the nitrates in the 
leaf increased, also the percentage of nicotine and proteids. 

The plot dressed with high grade potassium sulphate contained 
least potash in the ash, and the burning properties were very unsatis- 
factory, which agrees with the generally accepted views on the action of 
sulphates in tobacco. * 

The plot treated with stable manure contained 5 times as much 
chlorine ais any other. The short leaves were riper when gathered and 
contained slightly more nicotine, and somewhat less nitrates than the 
long wrappers. 

It appears to be essential to the growing of good crops of tobacco to 
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manure heavily, as otherwise the ground soon becomes exhausted. 
As the main growth takes place only in the summer for a period of 
2 or 3 months, a larger proportion of available plant food must be 
present than would be required for crops of a longer period of growth. 
This has the result that in northern districts more manure is required 
than in those where the summer heat lasts longer, in order that the 
tobacco may reach maturity. 

Also as good toljacco land is of light texture, it suffers more loss 
from drainage, decomposition, etc., than soils of a more compact 
nature. 

The quality of smoking tobacco depends largely on its burning 
properties; if it burns well, less narcotic products are produced than 
if it burns badly, and so it is free from “rankness,” which is due to 
the presence of large quantities of protein matter in the leaf. Too 
large a quantity of nitrogen in the fertilizer should be avoided to pre- 
vent excessive formation of proteid matter. 

From experiments in North Carolina (N. C. Agric. Exp. Stat. 
Bulletin No. 122) it has been found that nicotine is derived from 
protein matter, the nitrogen of which is absorbed from the soil as 
nitrates. When the plant is fully ripened the percentage of nicotine 
is highest, and only traces of nitrates are present in any part of the 
plant. 

Besides cellulose, protein compounds, pectic acid, gum-resins, and 
other ordinary plant-constituents, the leaf of tobacco contains a pecul- 
iar volatile, crystalline principle called nicotianin or tobacco-camphor, 
to which the formula C23II32O3N0 has been attributed. Tobacco 
also contains the volatile alkaloid nicotine, which is apparently peculiar 
to the genus. This base exists in combination wdth malic acid, but 
the presence of citrates, acetates, and oxalates has also been established.^ 

* From 100 grm. of dried tobacco leaves, Goupel obtained from 3 to a grin of ammonium 
hydrogen niulatc. J Takayama {Chem. News, 50, 300) obtained the following percentage 
results by the analysis of Japanese tob.icco 



Nagato 

Shimozuki 

Settzu 

« 

Osumi 

Water ; 

6 41 

10 01 

7.63 

13 • 18 

Ash i 

15 76 

8 45 

20,71 

9 80 

Nicotine { 

2 45 

3 02 

3 93 

1.89 

Acetic acid. . . j 

0 05 

0 04 1 

0 01 

0 08 

Oxalic acid ... { 

trace 

1 0.27 1 

0.25 

trace 

Mallicacid.. 

0 7Q 

! 1 

I 8} 

a .98 

Citric acid . . 

0 53 

1 0 SQ 

0.92 

0.89 

Pectic acid 

1 24 

: 5 84 

7 43 

a. 35 
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Estimation of Non-volatile Acids in Tobacco.— (Kissling, Chem. 
Zeii., 1904, 28, 775) 10 grm. of tobacco powder, 10 grm. powdered 
pumice stone and 10 grm. 20% sulphuric acid are mixed and extracted 
with ether for 20 hours. The residue obtained by distilling oil the 
ether is dissolved in water and oxalic acid estimated in an aliquot part. 

In a similar part the acids are titrated with barium hydroxide solu- 
tion and barium salts separated by adding alcohol until the solution 
contains 20%. The precipitate, which is almost pure barium citrate, 
is quickly filtered and washed witli 20% alcohol. On adding sufficient 
alcohol to the filtrate to bring the alcohol up to , barium malate is 
precipitated. In 6 samples of tobacco the oxalic acid was 1.84 to 
2.77%; malic acid 1.53 to 3.95';;4 citric acid 3.25 to 7.33^;;;. 

It is impossible to determine the actual commercial value of a to- 
bacco by any chemical standard; the utmost that can be done is to 
point out what substances have, in general, a deleterious effect on llic 
quality; but so many considerations of colour, texture, aroma, weiglit, 
freedom from holes and sfiots, etc., affi'ct the value, tliat, commercially, 
tobacco analysis is confined to estimation of moisture, ash and oil for 
revenue purposes, and the estimation of nicotine in material for 
insecticides. 


Manufactured Tobacco in England. 

The excise regulations in England proliibit the use of any materials 
in the manufacture of tobacco but water, oil, acetic acid and volatile 
essential oils for flavouring purposes. Any addition of sugary material, 
liquorice, glycerin, must be made before the tobacco leaves a bonded 
factory, and such tobacco pays extra duty. 

The amount of moisture (w'hich includes w^ater, acetic acid, and 
other volatile matters) must not exceed 32% (in year 1910), and is 
defined as the “loss on drying at 212® F. for a period of 18 hours.” 
The oil is estimated by extraction with petroleum ether and saponifi- 
cation of the extract with potassium hydroxide, the result being cal- 
culated as olive oil. Oil is only allowed to be added to tobacco Tvhich 
is to be spun into roll or twist. 

Snuff is manufactured from heavy “snuff leaf” and from refuse- 
tobacco, such as stems, tobacco-smalls, and sweepings. These are 
moistened with water, subjected to a process of fermentation during 
6 or 8 weeks, then ground, mixed with alkaline salts as preserva- 
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lives, and flavoured as desired. ‘ In the United Kingdom, nothing is 
allowed to be added to snuff but the chlorides, sulphates, and carbon- 
ates of potassium and sodium, and ammonium carbonate; and any 
snuff which contains a greater proportion of these salts than 26% on 
the dry snuff, including the salts natural to the tobacco, is liable to 
forfeiture and a penalty of £50. As the proportion of alkali salts 
in tobacco- ash varies considerably, it is important that the manufacturer 
should know the amount present, in order that he may compound a 
snuff of uniform composition, and not exceed the legal limit. Of the 
salts allowed to be added to snuff, common salt and potassium and 
ammonium carbonates are those most commonly used. In addition, 
most snuff contains from 25 to 45% of water, and sometimes a con- 
siderable quantity of sand, tlie proportion, according to J. Clark 
(/. Soc. Cliem. bid., 1884, 3, 554), averaging 5% on the dry snuff; but 
ranging from 0.5 to over and in one case exceeding 30%. A 
large number of gross and more or less apocryphal adulterants of 
snuff have been recorded. Among these the sulphides of arsenic, 
mercury and antimony, lead chromate, potassium didhromate, sul- 
phates of copper and iron, alum, lamp-black, ivory-black, cream of 
tartar, red ochre, brick-dust, and various organic matters find a place. 
As snuff is neither a “drug” nor an article of food, it is not liable to ex- 
amination under the Adulteration Acts, and the Excise systematically 
ignore sophistications which do not affect the revenue. Hence, 
authentic information respecting the present adulterations of snuff is 
very limited. 


Insecticides and Germicides. 

The A. 0 . A. C. method for estimating nicotine in insecticides is 
that of Kissling, and is prescribed as follows in Bulletin 107 (1907): 

(i) Solutions Required. 

(a) Alcoholic Sodium Hydroxide. — Dissolve 6 grm. of sodium 
hydroxide in 40 c.c. of water and 60 c.c. of 90% alcohol. 

{b) Sodium Hydroxide. — Dissolve 4 grm. of sodium hydroxide in 
1. 000 c.c. of water. 

(c) Sulphuric Acid. — A standard solution. 


* For flavouring purooses up to 3% of Tonquin Beans may be ground in with the snuff. 
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(2) Estimation. 

Weigh from 5 to 6 grm. of tobacco extract or 20 grm. of finely 
powdered tobacco, which has been previously dried at 60° so as to 
allow it to be powdered, into a small beaker. Add 10 c.c. of the alco- 
holic sodium hydroxide solution and follow, in the case of the tobacco 
extract, with enough chemically pure powdered calcium carbonate to 
form a moist but not lumpy mass. Mix the whole thoroughly. 
Transfer this to a Soxhlct extractor and exliaust for about 5 hours 
with ether. Evaporate the ether at a low temperature by holding 
over the steam bath, and take up the residue with 50 c.c. of the dilute 
sodium hydroxide solution. Transfer this rc.siduc by means of water 
to a Kjeldahl llask,*- capable of holding about 500 c.c. and distil in a 
current of steam, using a condenser through wliich water is llowing 
rapidly. Use a three-bend outllow tube, a few pieces of pumice, and 
a small piece of paraffin, to prevent bumping and frothing. Continue 
the distillation till all the nicotine has passed over, the distillate usually 
varying from 400 to 500 c.c. When the distillation is complete, only 
about 15 c.c. of the liquid should remain in the distillation flask. 
Titrate the distillate with standard sulphuric acid, using phenacetolin 
or cochineal as indicator, i molecule of sulphuric acid is equiv- 
alent to 2 mols. of nicotine. 

In Kissling’s method rosolic acid or iodeosin can also be used as 
indicator and N J 10 oxalic acid can be substituted for sulphuric acid. 

Tobacco smoke varies in character according to the proportion of 
air admitted during combustion, oxidation being necessarily more 
perfect in the case of a cigar than when the tobacco is smoked in a pipe. 
In the latter case, a portion of the condensible products is deposited in 
the liquid state. Tobacco smoke consists in part of permanent gases, 
the proportions of carbon dioxide and carbon monoxide in which have 
been determined by G. Krause. Void found hydrogen sulphide and 
hydrocyanic acid, and from 0.7 to 2.8 grm. of ammonia per 100 of 
tobacco smoked. 

When tobacco is sinoked, the greater part of the nicotine ia con- 
verted into pyridine and other pyrogenous compounds, and the entire 
decomposition of the nicotine is sometimes asserted; but Melsens 
appears to have fully proved the presence of unchanged nicotine in 
tobacco smoke in a proportion equal to about one-seventh of that 
present in the original tobacco. Melsens' conclusion has been 
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endorsed by R. Kissling {Ding. Polyt. Jour.y 1882, 244 , 64), who has 
collected and reviewed the observations of previous investigators. He 
considers Vohl’s conclusion as to the non-existence of nicotine in 
tobacco-smoke to be due to that chemist having overlooked the fact 
that the alkaloid is decomposed by warm potassium hydroxide, a 
reaction which, if a fact, has certainly not met with general recognition 

Kissling suggests in his book on tobacco that the nicotine in smoke is 
present as a salt of an organic acid, but I'cith {CJiem. ZeiL, 1909, 33 , 866) 
says that 93% of the organic bases in tobacco smoke are in tiie free 
state. T6th also finds tliiocyanatcs present in the smoke of Hun- 
garian cigars to the amount of 0.027% of the tobacco burnt. He also 
finds cyanides present to the extent of 0.094% of the tobacco {Chem. 
ZeiLf 1910, 34 , 298). 

Lehmann {Munchner medizin. W ochenscrijt, 1908, 50 , 723) finds 
sulphur compounds to the extent of 0.02% of the weight of cigars 
smoked. He draws attention to the fact that many cigars considered 
very mild contain as much, and sometimes more, nicotine than others 
thought to be very strong; and shows that the amount of nitrogenous 
matter in the leaf seems to bear a close relation to the quantity of 
nicotine present in the smoke. i\ similar conclusion is reached by A. 
Fouquet {^lem. des Manuf. de VKiat, 1908, 81), who also points out the 
influence of good combustilnlity in cigar leaf. By reducing iodic acid 
Fouquet finds that 6.5 c.c. carbon monoxide arc formed for every grm. 
of tobacco smoked. 

By passing the vapour of nicotine through a red-hot tube Cahours 
and Etard obtained pyridine, ^ 9 -propylpyridinc, picoline and other 
pyridine bases. The physiological effect of cigar smoke is largely due 
to the collidine, which is formed in quantity when cigars arc smoked. 
The toxic action of the pyridine compounds increases as the series is 
ascended. 



ACONITE ALKALOIDS. 


By FRANCIS H. CARR. 

There are many different species of Aconitiim. Over 50 European,* 
and 24 Indian^ species have been admitted, and a number of these 
have been shown to contain alkaloids. The most important group of 
aconite alkaloids is that of which aconitine, the alkaloid of Acmitum 
NapelluSj is the type. Six closely allied members of this group are 
already known. They possess very similar physiological properties, 
characterised by excitation of nerve endings, slowing of heart beat and 
extreme toxicity. 

All parts of the plant contain the alkaloid, but the root is richest. 
If any part of a poisonous aconite plant be chewed, it will be found to 
have a taste which may be at first bitterish sweet, })Ut after a time 
becomes acrid and burning, causing a persistent sense of tingling and 
numbness of the gums and tongues; this effect lasts for some time and 
is highly characteristic. 

For medicinal use, the British, French, German, United States and 
most other pharmacopoeias admit the tuberous roots of Aconitum 
Napellus (Monkshood) and in the French, Russian, Spanish, Portu- 
guese and Mexican the fresh leaves of the same species are also 
employed. 

The root of A. Napellus is tuberous, and of an irregular conical 
form, from 2-3^ inches long and ^ to over i inch in diameter at 
the widest portion. It is somewhat wrinkled longitudinally and is 
more or less covered with scars and bases of broken rootlets. 

In commerce it is usually met with dried whole, but occasionally 
sliced. Externally it is brownish, and white or light brown and 
starchy within; the transverse section exhibits a 6 to 8 rayed pith, 

* Gayer {VorarbeiUn t. e. Monogr. d. Europ. Aconitum Arten, in Ungar. Bot. Bldtt., Vol. 
8, Nos. 5, la) 

* Stapf (" The Aconites of India," Ann. Roy Bot. Card , Calcutta, V*l. lo, Part II). 
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a small group of vessels at each angle, and a well-marked dark cam- 
bium line. The root is biennial and normally paired, i tuber of 
each pair when mature bearing a flowering stem, the other being 
crowned with a bud. The daughter tubers alone are accepted in the 
British Pharmacopwia. The parent tubers may be distinguished by 
the scar of the stem and the spongy or hollow condition of the root. 
The fresldy cut section of the undried root rapidly acquires a reddish 
tint — a character distinguishing it from horse-radish, which it re- 
motely resembles and for which it has l)cen fatally mistaken. 

The various natural alkaloids of the aconites are characteristic of 
the species from which they are derived. Thus aconitine is the pecu- 
liar alkaloid of . 1 . Xapvllus^ japaconitine of A. Fischeri (of most 
authors) and so on. Besides the eminently poisonous alkaloids of tlic 
aconitine group, other species contain alkaloids, which appear in some 
cases to be poisonous — as the alkaloids of A.Vtdparia and A. Lycoc- 
tomim — and in other cases arc harmless bitter tonics. Thus the 
alkaloid of . 4 . paniculatum (which was the official aconite of (he London 
and Dublin Pharmacopa'ias of 1836) is an inert bitter principle, as are 
also the alkaloids of .1 . hetcrophylliim and A . palmalum. 

Apart from the importance of distinguishing the roots of the poison- 
ous aconites from the non-poisonous roots, the researches of Casli and 
Dun Stan on the physiological action of the various members of the 
aconitine group indicate that it is extremely important to distinguish 
poisonous roots from each other; thus aconitine has been shown to 
possess but two- fifths the activity of pseudaconitine. The amount of 
alkaloid present in the root also varies from one species to another. ^ 

There are at least 12 varieties of aconite indigenous to the 
United States of America; but these, although probably in many cases 
active physiologically, are not employed in medicine. One of them — 
A. uncinatum — has been described as poisonous; but according to 
V. Coblentz the root, although it contains an alkaloid, is entirely 
devoid of the tingling and numbing taste of A. Napcllus. 

In the following tables are enumerated the chief members of the 
aconite family w'hich have been submitted to* chemical examination 
and the principal alkaloids obtained from them. The root has been, 
in every case, employed as the source of the alkaloid. 

* The root of Imperaioria Ostruthium or masterwort has been met with as an adulterant 
of aconite. It resembles aconite tubers in shajH; but has an aromatic odour and pungent 
taste, and exhibits in transverse section numerous oil cells arranged in several circles. 
(Holmes, Pharm. Journ., [miJ, 7, 49). 
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ACONITE ALKALOIDS. 

ACONITINE GROUP. 

Species Habitat I nncipal^ alka Tctxioity 


Aconttum Napellus. Monkshood 

Europe 

Aconitine 

Very puiMinous 

Aconttum Sp ; A Ftscltert of authors 

Jajsxn 
(Hondo ) 

Japacomtine 

Very poisonous 

Aconttum chasmanthum. Stapf.. 

India 

Indacijiiitiiie 

Vciy jioisonnus 

Aconttum detnorrhtzum. Stapf. 

A Jerox of some authors. 

India 

Pseud.icomtinc 

Very poisonous 

Acomtum spicalum Stapf. 

A. ferox of .some authors 

India 

Hikhaconitine 

Very p<iisonous 

Acomtutn Ftschert of authors 

Hushi. A japontcum 

JaiKin 

(Hokkaido 

Jesai onitine 

Vi ry poisonous 

I.YCACONriTNI- 

; GROUP. 


Species 

Habitat 

Primipal alkaloid 

Tcixicity 

Aconttum Lycoctonum^ I. 

Europe 

Lvcaconitine 

M\ (H toniiie 

. poisonous 

Aconttum septentrwnalc (Koelle) 

Euro])<« 

Lapaconitine 

Scptentrionalme 

Poisonous 


ATISINE GROUP. 


Species Habitat Pnncip.il alkaUnd Toxicity 


Aconilum heterophyllum India Atisinc Non-poisoiious 


Aconttum palmatum . India . Palmatisine . Non-pnisonous 


Aconttum paniculatum Lam Europe (Hitter unnamed al- Non-j>oisonous 

kaloid ) 


AconUum Anthoralj Europe ... (Hitter unnamed al- Non-poisonous. 

kaloid ) 


Acomtum uftctttalum of au- Japan . (Hitter unnamed al- Non-poisorrtius. 
thors. kaloid ) 


^ In a private communication Dr. O. Stapf Informs the writer that the plant from which 
lycaconitine and myoctomne were isolated could not have been A Lycottonum, but was 
probably A. Vulparta, Reichb. At the same time the plant knowm as A Septentrwnal$ 
Koelle, from which lapaconitine and septcntnonaline were prepared, was probably the 
true A. Lycoctonum L. 
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Constitution and Characters of the Aconite Bases. 

Much of the earlier work on the alkaloids of the aconites is of little 
value. This may be attributed in a large measure to insufficient 
botanical knowledge and to failure on the part of the investigators to 
differentiate the roots which they employed; also to the readiness with 
which the bases undergo hydrolysis, rendering it difficult to obtain 
them in a pure condition. 

The researches of the late C. R. Alder Wright did much to elucidate 
the matter, and those who have followed him in this field may claim 
to have settled in a large degree the composition and properties of the 
principal members of the most important group, namely, the aconitines 
proper. Of greatest importance are the chemical researches of W. R. 
Dunstan and Ids collaborators, the physiological researches of J. 
Theodore Cash, and the botanical researches of Otto Stapf, but 
many other workers — notably Freund, Schmidt and Schulze — have 
contributed results of importance. 

The following table shows the leading properties of the known 
members of the aconitine group and the principal bases derived from 
them: 



M. p. 

Ido 


Denved bases 

Aconitine 

C>4H470nN. 

197 ° 

+ 13 3 
in alcuhi>l 

Denzaconiiu* 

Pyraconitinc 

Aconine 

1’vraconinc 

Japaconitine. 

CMH4i.UuN 

304'" 

4- 3^.6° in 
hoi 

alco- 

Tapbenzaconine 

Pyrojapaconitinc. 

Japaconine 

Indaconitme 

C34H470,«N. 

303-203° 

+ 18 2 ° in 
hoi 

.ilco- 

Indbenzaconine 

1 Pyroindaconitine 
' Indaconine. 

Pseudaconitine 

CjaHmOuN 

311-313° 

1 

1 

+ 18 6 ° in 
hoi 

alco- 

Vcratrylpseudaconme. 

Pyropscudaconine. 

1 Psseudaconine. 

Bikhaconitine 

C3«H5iOnN. 

113 - 116 ° 1 

I 

-f 1 3 . 3 ° in 
hoi. 

alco- 

j Veratrylbikhaconinc. 

Pyrobikhaconitine 

I Uikhaconine 

Jesaconitine 

C40Hs7Oi.-N. 

? 

i 

? 


1 Aconine 4 


These aconitines possess remarkable similarity as regards both the 
physiological action wldch they exert and their chemical constitution. 
All of them are extremely toxic and contain 4 methoxyl groups and 2 
acetyl groups, which may be successively removed by hydrolysis. The 
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relationship between them so far as it is known is given in the following 
table: 


Name 

! Nature 

1 Fonnula 


Aconitine. 

j 

j Acetylbenzoylaconme 

/0.\c 

1 Ctll.-rOjN— (OMe)4 

1 ^OBz 


Japaconitine. 

1 

Acctylbenzoyljapaconine. 

! 

1 C.in.80.iN -(OMe)4 

"^OBz 


Indaconitine. 

Acetylbenzoyliiseudaconinc. 

i 

yOAc 

CmH-tO N~(OMe)4 

V)Bz 


Pseudaconitine 

Acetylveratrylpseudaconme 

.OAc 

C.->IIi70:NA0Mc)4 

1 '^OCOCeHsCOMe)^ 


I 

Dikhaconitine. 

Acetylveratrylbikhaconinc 

^OAc 

CjiH-tON— (OMc)4 
i '\0C0C«H»(0Me)2 


Jesaconitine. 

Bonzoylanisvlaconmc 

i yOCOCtli4(OMe) 

! C .HjrON— (OMc)4 
'^OBz 



The 6 aconitines are thus seen to be derived from 4 different 
'‘aconines” — namely, aconine, pseudaconine, japaconine and bikh- 
aconine. Aconitine and jesaconitine are diacyl esters of the same 
base, viz. , aconine. Pseudaconitine and indaconitine are similarly diacyl 
derivatives of pseudaconine. The relation between these aconines 
has not been established, and further investigation may show — what 
indeed their composition and properties lead one to expect — that they 
are quite simply related. Aconitine and japaconiline have been 
showm to yield tri acetyl derivatives, they therefore contain 3 hydroxyl 
groups, thus accounting for all the oxygen in the molecule. Aconitine 
has also been shown, by the method of Herzig and Meyer, to contain a 
methyl group attached to the nitrogen. 

Aconitine may be written therefore: 

* CH3 

: (oh)3 
-OAc 
X;OBz 
XOMe)^ 
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4 n^ the members of .the series may be regarded as derivatives of a 
hypothetical base, C20H31N. 

Aconitine. C34H470,iN, Acetylbenzoylaconine. 

Aconitine is the only crystalline alkaloid of the root of Aconikim 
Napellus L, monkshood (French, Coqueluclion; German, Eismhuty 
Sturmhut). It occurs naturally in combination with aconitic acid, 
(Vol. i). 


Aconitine is difficult to obtain in a state of purity owing to its readily 
undergoing hydrolysis in the presence of alkalies or acids. The 
following is the best method of preparing it; success depending largely 
upon the rapidity with which the whole operation is conducted. 

The powdered root is extracted by percolation with a mixture of 
S parts of methyl alcohol with i part of amyl alcohol. The 
extract is concentrated by distillation in vacuo, until the temperature 
of the liquid reaches 60-65°. The oily extract is transferred to a 
separating funnel and repeatedly agitated with dilute hydrochloric 
acid which after separation is thoroughly washed with ether to remove 
amyl alcohol and other extractable matter. The acid solution of the 
alkaloids is rendered alkaline with a small excess of ammonia and 
extracted with ether, the ether is then, without concentration, ex- 
tracted with successive small quantities of 1% hydrochloric acid 
until the acid is no longer neutralised. A slight excess of ammonia is 
next added to the combined extract and a little ether is also added 
from which, after a gentle agitation, the aconitine will crystallise out 


in white hexagonal crystals, A proportion of it will remain in the 
ether; this is most readily separated by crystallising as hydrobromide 
from water. 

The purification of aconitine is best achieved by recrystallisation of 
its salts and finally by crystallising the base itself from methyl or ethyl 
alcohol. The associated alkaloids being amorphous (although they 
yield crystalline salts) are entirely eliminated by a final crystallisation 
of the base. 


The composition of aconitine has been the subject of much contro- 
versy. The formula originally assigned to ij by Wright,' 

OjjN, was practically confirmed by Jurgens,’ who gave it the 
formula Cg3H470i2N, and by Dunstan and Ince,* who adopted the 
mean formula C33H450i3N, but later Freund and Beck^ proposed 
» TraHi., 1877. 31. 143. 

• Inaug. Dtss. Dorpat., 1885. 
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the formula C34H47O11N, and Schulze, Cs4ll450iiN.‘ These 
two last mentioned formulae differing by only have been practically 
accepted by Dunstan and Henry, ^ for the crystalline aconitine of 
commerce. They suggest as an explanation of the discrepancies that 
the alkaloid which the earlier workers employed was derived from a 
different variety of A. Napellus, a conclusion which is by no means 
improbable in the present state of our botanical knowledge of the 
species and in view of the close chemical resemblance which exists 
between the various alkaloids of the aconitine group. Another likely 
explanation is that incomplete combustion occurred in the determina- 
tion of carbon and hydrogen. Dunstan and Carr^ have pointed 
out that methane is generated during the combustion of aconitine, and 
that when diluted with nitrogen, methane will pass over heated copper 
oxide without being completely burnt. Whatever view may be taken 
of these explanations, the formula C34H47O11N may be regarded as 
representing our present knowledge of the composition of the aconitine 
of commerce. 

A determination of the crystallographic characters of aconitine has 
been made by Tutton.** The crystals belong to the orthorhombic 
system, are prismatic and tabular, and may generally be seen as colour- 
less hexagonal transparent plates. 

Aconitine is almost insoluble in water, light petroleum and carbon 
disulphide, readily soluble in benzene and chloroform and less readily 
in ether, or in methyl and ethyl alcohols. It may be precipitated by 
adding alkali to solutions of its salts in water as a curdy amorphous 
white precipitate, which becomes crystalline on the addition of a little 
ether. 

When extremely dilute solutions of its salts are placed upon the 
tongue a characteristic tingling and numbing sensation is produced, 
spreading to the lips and pharynx and lasting several hours. This 
completely masks any taste which it may possess. The alkaloid 
should never be employed for this purpose, and great caution is re- 
quired in tasting a solution of a salt. In working with aconitine care 
must be taken to avoid .absorption of it through the skin or otherwise. 
A minute particle of the dust, too small to be seen, if accidentally 
blown into the eye sets up the most painful irritation and lachrymation, 


1 Apoth. 1904, X 9 t 78a. 
* Trans., 1905, 87» 1650. 
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lasting many hours and accompanied by disturbance of the heart’s 
action, while if inhaled a like amount will produce great bronchial 
irritation or profuse sneezing and considerable catarrh.^ 

The m. p. of aconitine has been variously stated by different workers, 
but there is most common agreement for the point 197°. Decomposi- 
tion occurs at this temperature and is accompanied by ebullition and 
escape of acetic acid; this change will take place at 188° if the substance 
is kept at that temperature long enough, hence it will readily be seen 
that the m. p. will vary according to the length of time taken in heating 
the bath. The limit of variation recorded by recent workers is 188- 
203°. It is best to heat the bath to 160° before introducing the sub- 
stance. 

Aconitine is dextrorotatory, [a]p-{-i2.3® in alcohol and +15° in 
dry chloroform; on the other hand its salts are loevorotatory. 

Salts of Aconitine. — Aconitine has well marked basic properties 
and forms a series of crystalline salts. The salts with mineral acids 
are neutral to the usual indicators but may be titrated with alkali 
hydroxide and phenolphthalein just as if the acid existed in a free 
state. 

Aconitine nitrate, BjHNOsjSiH^O, crystallises well from water; 
it has m. p. 198-199®. A sesquinitratc, B 2 (UNO 3) 3, has also been 
described as separating in large crystals from strongly acid solutions. 

Aconitine hydrobromide, B,HBr, crystallises from water in lustrous 
rhombic plates with 25H2O; also from alcohol, or a mixture of 
alcohol and ether, with IHjO. The m. p. is somewhat indefinite, 
it sinters at 164® but docs not melt entirely below 175-180®. Specific 
rotation in water, 30.5®. 

Aconitine hydrochloride, B,IICl, crystallises from water in rhombic 
plates with 3H2O, also from alcohol and ether, m. p. 149-153°, 
according to the rate of heating; in water. 

Aconitine hydr iodide, 6,111,3-11120, m. p. 226°, is sparingly 
soluble in water from which it separates on adding a solution of potas- 
sium iodide to a solution of aconitine hydrochloride. 

Aconitine periodide,^ BjHI,!,, is prepared by acting on aconitine 
with iodine in various solvents. It crystallises from alcohol in brown- 
red crystals, m. p. 211-212®, and is an unstable compound from which 


1 Further details of its toxicity are given on page 383. 
* Dunstan and Jowett, Proc., 1894, io» 9^. 
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iodine is removed by recrystallisation. By the same reaction there is 
also produced iodoaconitine, C34H4aIOjiN, a compound devoid of basic 
properties and non-crystalline, melting vaguely near 208®. 

Aconitine thiocyanate is prepared by adding an aqueous solution 
of ammonium thiocyanate to a saturated solution of the hydrochloride; 
the crystalline salt which is precipitated, when crystallised from alcohol 
and ether, melts at 193-195°. 

Aconitine aurichloride, B,HAuCl4, is thrown down as a yellow 
amorphous precipitate on adding gold chloride solution to a solution of 
aconitine hydrocliloride or another salt to which sodium chloride or 
hydrochloric acid has been added. The precipitate is formed in very 
dilute solutions and is only very sparingly soluble in dilute hydrochloric 
acid. Wlien washed or dried in vacuo die aurichloride may be ob- 
tained in 3 modifications.^ 

Aconitine a-aurichloride^ m. p. 135°, is obtained by crystallising 
from acetone, aqueous alcohol or diloroform and ether. 

Aconitine ft^aurichloridcy m. p. 152°, is formed by crystallising 
from absolute alcohol. 

Aconitine y-aurichloridey m. p. 176°, is prepared by recrystallising 
the /^-modification from a mixture of chloroform and ether. 

Chemical Reactions of Aconitine. 

The following table gives the reactions of aconitine salts with the 
common alkaloidal precipitants in aqueous solution. 

Iodine solution. . . .. Red -brown ppt i -ao.ooo 

Mercury potassium iodide Yellowish- white ppt . i lo.noo 

Gold cliloride . Yellow ppt i; s.ooo 

Phospho-molybdic acid . . .... White ppt. . i s,ooo 

Phospho-tungstic acid . . . White ppt . i : 5,000 

Picric acid. .• Yellow ppt .. . i' 4,000 

Potassium permanganate Red crystalline i pi i 4,000 

Mercuric chloride, platinic chloride, potassium diromate, iodide, 
ferrocyanide and ferricyanide fail to precipitate aconitine salts unless 
the solution be very concentrated. 

The most characteristic of tlie above mentioned tests is that with 
potassium permanganaPte " which is best applied by faintly addifying 
with acetic acid and adding a few drops of N / 5 potassium perman- 
ganate solution; the precipitate as seen under the microscope consists 
of rosettes of red prismatic crystals. Cocaine, hydrastine and papaver- 
ine yield similar predpitates in concentrated solution, but not at 

* Dunstan and jowett, Trans., 1893, 63f 994; Proc., 1895. 

’Dunstan and Carr, Phartn. Journ., 1896 laa. 
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dilutions of i in 500. The presence of other alkaloids, including 
those associated with aconitine in the root and in the amorphous 
aconitine of commerce, considerably modifies its sensitiveness. 

Various colour tests for aconitine have been proposed but they may 
be relied upon only as supplementary tests to aid identification. 

When dropped upon nitric acid (1.43) no colour is produced; 
sulphuric acid (1.75) also produces no colour, but on adding a crystal 
of ammonium vanadate an orange colour is formed. If 0.0002 grm. 
of aconitine be gently warmed on a water-bath with 4 drops of 
sulphuric add (1.75) a smell of benzoic add is observed. If at the 
end of 5 minutes a few crystals of resorcinol be added and the heating 
continued, a reddish-yellow colour changing to intense red is produced. 
Other colour tests which have been proposed^ are of doubtful 
value. 

When heated in a tube at 190° aconitine decomposes with effer- 
vescence and acetic acid is volatilised. This test may be made use of 
to assist identification, but by far the most characteristic property of 
the alkaloid is the tingling and numbing sensation produced when a 
very dilute solution is tasted (see page 282). 

When hydrolysed with boiling alcoholic sodium hydroxide aconitine 
yields 9.3% of acetic acid and i8.8% of benzoic acid. This change, 
together with the specific rotatory power and m. p. of the various 
salts given in the text, assists in distinguishing between the different 
members of the aconitine group. 

Derivatives of Aconitine. 

Diacetyl aconitine,^ C34H4j(Ac2)0,,N, is obtained when acetyl 
chloride is allowed to react with aconitine in dry chloroform. 

It is a crystalline base melting at 158° and forming stable salts. Its 
physiological action, though weaker than that of aconitine, closely 
resembles it. 

Triacetyl aconitine, ' C34H4/Ac3)OnN, results when an excess 
of acetyl chloride acts on aconitine. It crystallises in fine needles, 
m. p. 207°, is feebly basic, and forms unstable salts. Like the diacetyl 
derivatives it possesses the characteristic physiological action of 
aconitine. 

Acetic anhydride does not act on aconitine. 

1 Reichard, Pharm. C*ntralh., xgos, 46, 476. Alvarez, Chtm. Nms, xgos. gx, 179. 

*Dun8taa and Carr, Tran^., 1895. 67i 459. 
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Methyl aconitine has not been purified, but evidence that it is pro- 
duced, when methyl iodide acts upon aconitine, was given by Dunstan 
and Jowett^ who were unable, however, to isolate aconitine methiodide. 
They consider that the action takes place according to the equation: 

2 C 5 ,H, 70 HN-f-MeI-C 3 ,H, 70 i,N,HI + C3,H,e(Me)0„N. 

Hydrolysis of Aconitine. 

Whether the hydrolysis of aconitine be effected by acids, alkalies, or 
by heating the base in a sealed tube with water alone, i molecular 
proportion of acetic and benzoic acids may be ultimately split off and 
the base aconine remains. If, however, a neutral aconitine salt, 
preferably the sulphate or hydrochloride, be heated in 5% aqueous 
solution in a sealed tube to 1 20-1 30® for about 3 hours, acetic acid 
only is split off and benzaconine results. 

C3,H,,0 „N + H3O - ,oN + CH3CO OH. 

In the second stage of hydrolysis benzaconine undergoes change into 
aconine and benzoic acid, according to the equation: 

C, 2 H, 30 ioN + CACOOH. 

Benzaconine (picraconitine, napelline, benzoyl -aconine), C33H45- 
OjoN, is an amorphous alkaloid which occurs in the roots of A. 
Napellus. It is slightly soluble in water, giving a bitter tasting solution, 
which does not, however, produce the tingling sensation so character- 
istic of aconitine. The removal of the acetyl group renders it no 
longer poisonous in the ordinary acceptation of the term and its action 
on the heart is to some extent antagonistic to that of aconitine. Benz- 
aconine is readily soluble in alcohol, chloroform and ether, [ajj, in 
alcohol 4- 5.6®. It forms well crystallised salts. 

Benzaconine hydrochloride, B,HCl,H20, crystallises in two forms: 
(i) in small crystals, m. p. 217°, (2) in long needle-shaped prisms, 
m. p. 268°. [a]ij in wajter — 28.7°. 

Benzaconine hydrobromide, B,HBr, crystallises in long needles, 
m. p. 282°. 

Benzaconine hydriodide, B,HI, forming granular crystals, spar- 
ingly soluble in water, may be prepared by adding potassium 

’Dunstan and Jowett, Froe., 1894. 10, 96. ^ „ 

tDonstan and Carr, Trans., 1894, >90t uid Freund and Beck, Btr., 18941 37 * 433 * 
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iodide solution to a solution of benzaconine hydrochloride. It crys- 
taJiises in 2 forms, m. p. 204° and 246°. 

Benzaconine aurichloride^ B,HAuCJ4, may be precipitated from 
water by adding a solution of gold chloride to an aqueous solution of 
benzaconine hydrochloride and it may be crystallised from alcohol. 
It has m. p. 135°. It readily parts with 2 molecular proportions of 
hydrogen chloride, forming an aurichlor-derivative; the best method 
for inducing this change is to dissolve the dry aurichloride in absolute 
alcohol and add light petroleum when 

Aurichlorbenzaconine,^ CaiH^^OioNAuCl,, slowly separates in 
colourless crystals, m. p. 204°. 

Benzaconine forms diacetyl^ triacetyl and tetracetyl derivatives.^ 
Triacetylbenzaconine and tetracetylbenzaconine are not identical with 
the respective isomers, diacetylaconitine and triacetylaconitine and 
are unlike them in being comparatively non-toxic. 

Aconine results from the second stage of the hydrolysis of aconitine, 
and is best prepared by heating aconitine with steam in an autoclave 
at a pressure of 6 or 7 atmospheres and extracting the resulting 
liquid after the addition of alkali, with chloroform. 

Aconine, CjsII^iOqN, is a colourless amorphous resin-like, hygro- 
scopic alkaloid. It probably occurs in aconite root associated with 
other amorphous alkaloids. It is soluble in water, chloroform, alcohol 
and acetone, only very sparingly soluble in ether and petroleum, has 
m. p. 132° and [«]„ in water +23°. 

Aconine is not poisonous but is a cardiac tonic and acts antagon- 
istically to aconitine to a greater extent even than benzaconine. 

Aconine hydrochloride^ B,HC1,2H20, crystallises in colourless 
lamellar plates, m. p. 17 5-1 76®, extremely soluble in water. [a]u— 7.7® 
in water. 

Aconine hydrobromide, B,HBr,i^H20, colourless crystals, m. p. 
225°. 

Dibenzoylaconine and tetracetylaconine,^ m. p. 196®, have been 
prepfiired. Unlike aconine, they are botli crystalline, insoluble in water 
and soluble in ether. 

When aconine is oxidised with alkaline permanganate, acetaldehyde 


* Dunstan and Harrison, Trafts., 189^, 63* 443 * 
•Dunstan and Carr, Iratts., 1895. 67. 459 * 

* Dunstan and Carr, Proc., 1895. 
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is produced and also a new base which forms a crystalline hydrochloride^ 
C24H8708N,HC1,3H20,^ m. p. 213®, is produced. 

When aconitine is heated with methyl or ethyl alcohol in a sealed 
tube to 120-130° the negative acetyl group is replaced by the positive 
methyl or ethyl group. Since it is the acetyl group which determines 
the intense physiological activity of aconitine, it is of great interest that 
when a methyl group occupies the same position, the toxicity is reduced 
to that of the parent base. Metlryl-bcnzaconinc is, however, 

more toxic than benzaconine in which hydrogen occupies the position 
of the acetyl group. It exerts a curare-like action upon motor nerves. 

Methyl-benzaconlne, ^ C33H47O10N, crystallises in colourless 
rectangular plates, m. p. 210-211°, and forms crystalline salts. 

Ethyl-benzaconine,^ C34H40O10N, crystallises in colourless glisten- 
ing crystals, m. p 188°. 

When heated at 190° aconitine melts, giving off i mol. of acetic 
acid, and a new residual base, pyr aconitine* is formed. 

Pyraconitine, C32H43O0N, is sparingly soluble in water, readily 
soluble in ether, chloroform and alcohol and crystallises from ether in 
white slender needles, m. p. 167-168°; it is optically inactive though 
its salts are laevorotatory, it has a bitter taste and though devoid of the 
characteristic physiological action of aconitine it slows the heart and is 
considerably more toxic than benzaconine. 

Pyraconitine hydrobromide crystallises in two forms, m. p. 204"^ 
and 280°. [a]u in water -46.8° 

Pyraconitine hydrochloride forms acicular prisms, m. p. 249°. 

Pyraconitine and its salts readily undergo hydrolysis when heated 
with water, yielding benzoic acid and pyraconine. 

Pyraconine, C25H37O0N, is amorphous, readily soluble in water 
and also in ether, [aju in water —9^^- forms crystalline salts. 

Pyraconine hydrochloride, B,HC 1 ,H 20 , crystallises in colourless 
cubes with i mol. HjO, which is lost at 100°, m. p. 154 
water— 102°. , 

Pyraconitine forms a crystalline /rface^yZ-derivative which Ts not 
toxic; m. p. 204°. 

» Schulze, Arch. Pharm., 1906, 2^ 165. 

* Dunaun, Tickle and Jackson, Proc., 1896, X2, 159. 

•Schulze, Arch. Pharm., 1906, 244, 165. 

•Dunstan and Carr, Trans., 1894, 65, iio. 
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Amorphous Alkaloids of A. Napellus. 

In addition to aconitine, benzaconine and aconine, indications of 
the presence of other uncrystallisable alkaloids in /4 . apellus have been 
met with by several observers; but since these alkaloids are stated to 
be non-toxic, and have not been isolated or purified, no great import- 
ance can be attached to them. 

Japaconitine, Cg^H^eOnN, acetylbenzoyljapaconine, is the char- 
acteristic toxic alkaloid of the roots of a species of Aconitum from 
Hondo, usually but erroneously referred to as /I . Fischeri,^ a Kamtchatka 
species. It is indigenous in Japan, where its tubers are known as 
“Kusa-uzu” or “Bushi.’' These names are applied to two species 
but it is that grown in Hondo which affords this alkaloid. It may 
best be prepared by the method given (page 258) for aconitine, and 
purified in the same manner. 

Wright regarded japaconitine as chemically different from aconitine, 
but later Lubbe, and Freund and Beck^ pronounced them to be 
identical. More recently, however, the composition and properties of 
japaconitine have been fully investigated by Dunstan and Read,^ who 
show that although aconitine and japaconitine are remarkably alike 
in their characters yet they are distinct and separate chemical indi- 
viduals. This conclusion has since been confirmed by Makoshi.* 
Dunstan and Read assigned to it the formula Cj4H490nN. Makoshi, 
however, gives preference to C34H47O11N, but the accuracy of the 
method of analysis is hardly such as to permit of a decision between 
these two formulas. 

The crystallographic characters of japaconitine have been described 
by Pope,® who states that no points of similarity with aconitine or 
pseudaconitine are traceable. The crystals are very small, trans- 
parent, colourless needles, their sides being made up of two parallel 
prism faces. 

Japaconitine resembles aconitine in its solubility in various solvents, 
the pure base melts at 204—205° with effervescence and evolution of 
acetic acid. In nearly all respects it shows a remarkable similarity 
to aconitine, yet it is chemically a distinct individual. Japaconitine 

'It waa formerly supposed that the plant which yields japaconitine was A. Fwcfcefi 
Rrtchb, but Prof Miyabe, a Japanese authority, finds that it is not the true Reichen- 
bachian species, but a distinct variety wWch he names A. Fisch9ri., var. 

* B#f., 1894, a 7 i 733 

» Trons., 1900, 45- 

* Arch. Pharm., 1909. a 47 i »70. 

* Trans., 1900, 77, 49. 
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undergoes a similar change on hydrolysis in two stages with the forma- 
tion of acetic and benzoic acids, it possesses 4 methyl groups, and 
3 hydroxyl groups — since it forms a triacetyl derivative. When 
heated at its melting-point it is split up into pyrojapaconine and acetic 
acid. It differs from aconitine in yielding a crystalline methiodide 
and methyl derivative, in the m. p. of the hydriodide, and the 
specific rotation of both the base and its salts. 

The physiological action of japaconitine differs from that of aconi- 
tine in degree only and not in kind, being slightly more toxic than the 
latter alkaloid. 

The following table gives the properties of the principal salts and 
derivatives of japaconitine: 


Substance 

j Formula 

M. p. 

i f«lD 

j 


Remarks 

Japaconitine ... . 

i C 34 H 4 «OnN. 

1 

1 

304 ° 

-»- 2 o. 3 ° in 
chloroform , 
+ 3} 6° in 
alcohol 

Prismatic 

needles. 

-hydrobromide 

i Cs 4 H 4 »OnN,HBr. 4 H ,0 

i 

1 

1 172 - 

i 


j Rosettes of 

1 hexagonal 
plates, 

-hydrochloride 

1 C 34 H 4 . 0 nN,HCl. 3 H 20 

j 

149- 

; 150“ 

-31 8° 

1 water 

in 

Rosettes of 
hexagonal 
plates 

-hydnodide 

C 34 H 4 vOuN.HI 

1 

: 308- 

' 310 ° 1 



Small rosette# 

-nitrate . . 

Cs4H4.OllN.HNO3. 

j i 

1 177 



Minute ros- 
ettes. 

-aurichloridc . . j 

Cs4H4.0iiN,HAuCl4 

i " ‘ 53 “ 1 

j 


Yellow prisms. 
Opaque can- 
ary-vellow 
necales. 

Triacetyljapaconi- 

tine 

C 34 H 4 eAciOiiN. 

j 189° 


” 1 

Colourless 

rosettes. 

Japbenzaconine 

^ CiiHiiOioN. ^ 

1 182- 

1 183“ 

4 - 40 2° in 
ethyl alco- 1 
hoi 

Rectangular 

plates. 

-hydrobromide . . . 

CsiHiTOioN.HDr. 

1 """s; 

1 


i 

Small prisms. 

-hydrochloride . . 

C12H47O10N.HCI.H1O 

1 253 ° 

-19 7° 
water. 

in 

Rosettus of* 
needles. 

Aurichlorjapbenz- 

aconine. 

C itH 4iO 1 oN , AuCI t . 

178° j 

! i 

1 



Colourless lus- 



trous octahe- 
dra. 

Japacofiine . 

CasH^jOeN, 

1 

1 

97- j 

i +10.9“ 

in 

Amorphous 


1 1 

water. 

J 

hygroscopic 

varnish. 
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Substance 

1 Formula 


M. p. 

; [“)d 

j Remarks 

-hydrobromiclf . 



221® 

1 

1 

, Triangular 

1 plates. 

Tetracetyljapaco- 

nine. 

C 2 jH 39 Ac 40 i,N’ 

1 


331- 

232“ 

1 

I 

' Compact col- 
1 ourless crys- 
tals. 

Pyrojapaconitine . . 

C 32 Hh„ 09 N. 

1 

165- 
168° ; 

— 65.9 in 
ethyl alco- 
hol. 

Colourless 

needles. 

Pyrojapaconine . . 

C>.II.iOsN 

! 

, 

128° 

1 

- 74® in 

water. I 

Amorphou.s 

hygroscopic 

varnish. 


For the description of other salts and further details of the properties 
of those mentioned, tlic reader is referred to tlie original communica- 
tions of Dunstan and Read, and Makoshi (loc. cit,). 


Indaconltine) C 3 ^H 470 ioN, acetylbcnzoylpseudaconine, is the 
characteristic alkaloid of Aconitum chasmantJmm, Stapf, which species 
is indigenous in India and is known to the natives as “Mohri.” The 
plant was formerly considered to be identical with the European A, 
NapelluSf to wliich it is allied. 

Indaconitine has been investigated by Dunstan and Andrews.^ 
The method of preparation is similar in all respects to that given for 
aconitine, which alkaloid, like japaconitine, it closely resembles in 
general properties. It melts witli decomposition at 202-203°, is 
soluble in alcohol, chloroform, acetone and ether and insoluble in 
water and benzin. By rapid crystallisation from ether the base is 
deposited in rosettes of needles, but if crystallised slowly it is obtained 
in transparent hexagonal prisms or large irregular masses. This 
property distinguishes it from aconitine, with which, however, it is 
apparently isomorphous. 

It resembles aconitine and japaconitine in undergoing hydrolysis in 
2 stages. In the first, it forms acetic acid and indbenzaconine and 
in the second, benzoic acid and pseudaconine, tire latter being the 
ultimate hydrolytic product of pseudaconitine. 

When heated at its m. p. acetic acid splits off and pyroindaconi- 
tine is formed. Like the other members of this group of alkaloids it 
contains 4 methoxyl groups. 


* Trans., 1905, 87i 1630. 
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The physiological action^ of indaconitinc closely resembles tlrat of 
aconitine and differs from it very slightly in degree. It produces the 
tingling sensation on the tongue which is characteristic of the entire 
group. 

Indaconitine may be distinguished from aconitine by the rotatory 
power of its salts, whicli is much lower than that of aconitine salts. 

The properties of indaconitine and its principal salts and derivatives 
are given in the following table: 


Substance 

Formulae 

1 M p 

1“J,> 

1 Remarks 

1 

Indaconitine 

CailliiOioN. 

! 

1 202- 

1 aoi'’ 

+ 18 2° in 
ethyl alco- 
hol 

Rosettes of 
needles and 
licxaRonal 
prisms 

-hydrobromidc. 

CjiIIiiOioN.HBr. 

«iK?- 

^ 217 - 
' 218° 

-17 3° >n 
water 

Large hexago- 
nal pnsms 
from water. 

-hydrochloride . . . 


1 166- 

171® 

— 15.8° m 
water. 

Glistening 
scales or ros- 
ettes of nee- 
dles from al- 
cohol and 

ether. Hy- 
groscopic. 

-nitrate . 

C34H470ioN.HN03. 

1 202- 

; 


Small masses 
of prismatic 
crystals. 

-aunchlonde . 

, C 34 H 470 .oN,nAuCh 

147- 
' 152“ 


1 Rosettes of 
needles from 
chloroform 
and ether. 

Indbenzaconinc ... . 

C 37 H 41 , 0 »N. 

no- 

; 

+ 3^.6° in 
ethyl alco- 
hol 

Amorphous, 

-hydrobromide .... 

C 3 dl 4 . 0 .jN.Hllr. 2 H ..0 

i 247° 


Large irregu- 
lar rosettes 
efilorescent 

-hydrochloride 


242- j 
244 *^ , 

— 8 0“^ in 

water. 

Crystalline. 

Aurichlonndbenz- j 
aconine. j 

Cs7H4409N,AuC1... 

234- 1 

2 } 5 " ! 


Minute colour- 
less crystals 

Indaconme 

C2!,H4iO»N. I 

1 

94 - 95 " j 

4 - 38 2° in 
water 

Crystallises 
with I mol of 
alcohol. 

Pyroindaconitine .... 

CkHisOsN. 


■fgx. 9 ° in 
ethyl alcohol 

AmorpVjus. 

-hydrobromide .... 

! 

C3iH«OsN.HBr. 

194 - 

198" 

+ 54 7° in 
water. 

Crystalline. 


iCash and Dunstan, Proc. Roy. Soc., 1905. 76, 468. 
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Pseudaconitine, acetyl-veratrylpseudaconine, is the 

chief alkaloidal constituent of Aconitum deinorrhizum Stapf, indigenous 
in Bashahr and of A. Balfourii Stapf, a native of Garhwal, Kumaon 
and Nepal. Both were formerly included under A.ferox — a species 
only found once by Wallich in Northern Central Nepal and both yield 
^*bikh” or “bish” poisons.^ 

Pseudaconitine is best prepared in the manner described for aconi- 
tine (page 258), and may be recrystallised from a mixture of chloro- 
form, ether and petroleum. 

Its crystallographic characters have been described by W. J. Pope;^ 
the crystals are colourless and transparent rhomboidal in shape, and 
belong to the monosymmetric system. 

Pseudaconitine resembles aconitine in its solubility in various sol- 
vents, but is rather less soluble in ether; it melts with decomposition at 
2 1 1-2 1 2°, giving off acetic acid. It undergoes hydrolysis in two stages 
with the formation of acetic acid and veratrylpseudaconine in the first 
and veratic acid and pseudaconine in the second. When heated at its 
m. p. acetic acid is split off and pyropseudaconitine is produced. It 
possesses 6 methoxyl groups, two of which form part of the veratryl 
residue. 

The physiological action of pseudaconitine resembles that of the 
other members of the group, but is more intense than any of them ; it 
becomes therefore important to distinguish it from aconitine. This 
may best be done by the m. p. of its aurichloride and by the fact that 
it yields veratric acid, m. p. 178°, when hydrolysed with alcoholic 
potassium hydroxide. 

The following table gives the properties of the principal salts and 
derivatives of pseudaconitine: 


Substance 

Formula 

M. p. 

I 

Remarks 


C„H«,OijN. 



Rhomboidal 

crystals. 


aia® 

ethyl alco- 
hol. 

•hydrobromide 

CaiH«Oi,N,HBr,aHiO. 

191* ^ 

“ 19 5® in j 
water. 

Rosettes of 
cubical crys- 
tals. 

•hydrochloride .... 

Cs«H 4 ,Oi,N,HC 1 . 

i 1 



Not crystal- 
lised. 




* S«e "The Aconites of India," Otto Stapf, Ann. Roy. Bot. Card., Calcutta, looj, vol. x, 
tart a; also "The Constituents of Some India Aconites, Dunstan, Agrtcuhural Ltdgtr, iSgj, 

19, 373. 

* Dunstan and Carr, Trans., 1897, 71. 350. 
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Substance 

Formul® 

{ M P. 

1 

j 

Remarks 

•hydriodide 

CmH^OuN.HI. 

a » .S - 

! aiT® 

1 

! Crystallises in 

1 prisma 

-nitrate 

CibH 4 *OisN.HNOi.HiO 

I 192° 

1 

Thin pnsms. 

-aurichloride . . . 

C»H 4 »Oi 3 N.HAua 4 

1 236° 


J Cry'stalline 

V eratry Ipseudaco- 
nine. 

C14H47OUN.H1O. 

199° 

j - 18 3° in 
ethyl alco- 
, hoi 

Crystalline. 

-hydrobromide . 

Cj 4 H 470 nN,HBr. 3 H 2 O. ! 

Large pnsmat- 

1 ' 1C trybluls 

-hydriodide .... 

Cj 4 H 470 iiN.HI. 

1 aos- 
1 207® 

j. . . , 

j Pnsms 

i 

-nitrate .... 

C» 4 il 470 nN.nN 03 . 

313 - 

333° 


1 Rosettes of 
rhombic 
prisms 

Pseudaconine 

ChH» 0 »N. 

1 94-95” 

(from al- 
cohol) 

-hjo i” in 
water. 

Crystallis es 
combined 
with alcohol 
or actone. Its 
salts are not 
crystalline. 


Pyropseudaconitine 

CJ4H44O10N 

H6-87” 
(from ace- 
tone) 


Amorphous. 


For further particulars of the properties of the salts and derivatives 
of pseudaconitine the reader is referred to the papers of Dunstan and 
Carr,^ and Freund and Niederhofheim.* 

Bikhaconitine, acetyl-veratryl-bikhaconine, has 

been fully investigated by Dunstan and Andrews;*’ it is the highly 
toxic crystalline alkaloid of Aconitum spicaium Stapf and A. laciniatum 
Stapf, both natives of Sikkim and probably extending into Sikkim and 
Bhutan. These plants were formerly like A. dionorrhizum Stapf, and 
A . Balfourii Stapf included in A . ferox^ and in common with them are 
known commercially as “ bikh ” or “ bish.’^ The alkaloid is extracted by 
the method employed for the other members of the group but it does not 
crystallise so readily, the best method of causing it to do so being the 
gradual addition of water to an alcoholic solution. The manner in 
which it crystallises, especially from ether, serves to distinguish it from 
the other aconitines; from this solvent it separates as white button- 
shaped masses composed of concentric rings of the substance. When 
crystallised from ether it melts without decomposition at 118-123°. 
Its solubility in various solvents corresponds with that of the other 
members of this group. 


» Trans., 1897, 7 *» 3So. 

* Bsr., 1896, 8sa. 

* Trans., 1905* 87, 1636. 
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Bikhaconitine undergoes hydrolysis in 2 stages, forming acetic acid 
and veratryl-bikhaconine in the first and veratric acid and bikhaconine 
in the second. When heated to 180® it undergoes decomposition, 
forming acetic acid and pyrobikhaconitine. It contains 6 methoxyl 
groups, two of which are contained in the veratryl residue. 

The physiological action of bikhaconitine differs in degree and not 
in kind from that of the other aconitines, this member of the group 
being intermediate in toxicity between japaconitine and pseudaconi- 
tine. It may be readily distinguished from the other aconitines by 
the m. p. and crystalline character of the base. The chief properties 
of the principal salts of bikhaconitine and of its derivatives are given 
in the following tabic: 


Substance 

Bikhaconitme 

Formula; 

C 3 «Hm 0 uN,II: 0 . 

M. p. 

116“ 

l“ln 

+ 13 3° in 
ethyl alco- 
hol. 

Remarks 

Crystalline 
button shap- 
ed glomerates 

-hydrobromide. . . . 

Cj,H 5 ,OaN.UDr.sILO. 1 173- 

I 7 S“ 

— 12.4° in 
water 

Crystalline. 

-hydrochloride . . . 

Cj6ll5i0nN,HCl.sH20. 

1 ^ 9 - 

161° 

— 8 8° m 
water. 

Crystalline. 


CieH»i0uN.ni.aiIl20. 

193- 

194 


Crystalline. 




CnHiiOiiN.IlNOi 

178- 

180° 

i White needles 



C34HnOuN.nAU.Cl4. 

333- 

233® 


Canary yellow 
needles 



Vcratrylbikhaconine. 

C34H4JO10N. 


+ 39 9° in 
ethyl alco- 
hol 

Uncrystal- 

lised. 

-hydriodide 

Ci 4 H 4 »OioN.ni 

189- 

190° 


Rosettes of 
needles. 




-nitrate 

Ci 4 n 4 »OuN,HNOs. 

175- 

178° 


Rosettes of 
acicular pris- 
matic hexa- 
gons. 



Bikliaconine 

Ci 3 H 4 iOrN. 


+ 33.8° in 
ethyl alco- 
hol. 

Uncrystal- 
liscd, soluble 
in ether. 



-hydrobromide 

C,3H4i07N,HBr. i 135- 

1 130" < 


Tetragonal 

prisms. 

. 1 


-nitrate 

C,»H 4 i 07 N.HN 0 i.aH 20 . i 125- 
i 138 ° 

+ 15.4° in 
water. 

Tetragonal 

prisms. 


Pyrobikhaconitine . . . 

C, 4 H 470 *N. 


! 

Neither the 
base nor its 
salts crystal- 
lise. 


1 
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For fuller description of the salts and derivatives of Bikhaconitine 
the reader is referred to the paper by Dunstan and Andrews. ^ 

Jesaconitine, C40H51O12N, anisylbenzoylaconine, is an amor- 
phous alkaloid contained in the roots of an aconite from Hokkaido 
(Yeso) which is identical with A. japonicum^ Thunb., but usually 
mistaken for A . Fisch^ri, Reichb. It has also been confused with an 
aconite from Hondo yielding japaconitine as the tubers of both species 
are known as “Kusa-uzu” and ‘‘Bushi** (see under Japaconitine). 

Jesaconitine has been investigated by Makoshi,^ who was unable to 
crystallise it or its salts. It possesses the typical physiological action 
of aconitine and is the only member of the series which does not contain 
an acetyl group. 

On hydrolysis it yields anisic and benzoic acids and the base aconine, 
identical with tliat obtained from aconitine of A. Napcllus. The pres- 
ence of the anisyl radicle distinguishes it from all the other aconite 
alkaloids which have been investigated. 

Although it does not yield crystalline salts, jesaconitine yielded a 
crystalline triacetyl derivative when treated with acetyl chloride. Tri- 
acctyljesaconiline, C4oH4gOi2NAc3,2H20, crystallises in small 
needles, m. p. 213°; it is readily soluble in alcohol and less readily in 
ether. 


LYCACONITINE AND MYOCTONINE. 

The root of Aconilum Vulparia {A. Lycoctonum of author s)f a 
species of aconite growing in the Alps and bearing yellow flowers, 
has been found to contain 2 alkaloids which differ from the bases iso- 
lated from other aconites. So far, the products of hydrolysis of these 
bases have not been fully studied, and some obscurity rests on other 
of their characters. 

For the extraction of the bases of A. Valparia, Dragendorff and 
Spohn* exhausted the roots with alcohol acidified with tartaric acid. 
The extract was concentrated, mixed with water, filtered, and repeat- 
edly agitated with ether while still acid. The aqueous liquor was then 
treated with sodium hydrogen carbonate and extracted with ether, 
which removed lycaconitine (1.13%). Subsequent agitation with 

1 Trans , 1905, 87, 1636. 

* Arch. Fharm., 1909, 247, 251. 

> See footnote to page 271. 

* Pharm. Ztttsck. fur Rnssland, 1884. 33 , 313. 

VOL. VI.— 18 
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chloroform removed the remainder of the lycaconitine, together with 
myoctonine (o.8%). The successive treatment with ether and chloro- 
form removed all but traces of alkaloid from the solution. Neither 
base could be obtained crystalline. 

Lycaconitine, C27H340aN2,2H20, was obtained, after further puri- 
fication by ether of the base extracted as above, in the form of a 
pale yellow resinous substance. 

After drying in vacuo, the base begins to melt at 112°, and at 115° 
is completely fused with decomposition. It is sparingly soluble in 
water; very readily in absolute alcohol, chloroform, carbon disulphide 
and benzene; less readily in ether; and practically insoluble in petro- 
leum spirit. A 10^/q solution of the base in alcohol has [a]D+3i.5°. 
An aqueous solution of the nitrate shows [a:]r>+ 194° 

None of the salts of lycaconitine has been crystallised. The nitrate 
can be obtained and purified by dissolving the base in ether and cau- 
tiously adding nitric acid mixed with ether. The nitrate is precipi- 
tated, the first fraction carrying down any colouring matter contained 
in the solution. 

With strong sulphuric acid, lycaconitine gives a reddish-brown 
colouration, and with syrupy phosphoric acid a violet colouration on 
warming. When treated with a mixture of 8 c.c. of water, 6 c.c. of 
strong sulphuric acid and 0.3 grm. of sodium selenate, lycaconitine is 
coloured a rose or pale reddish-violet — a reaction which is not exhibited 
by the bases from other species of aconite. 

Lycaconitine is incompletely precipitated by potassium hydroxide, 
alkali carbonates and ammonia. Alkali hydroxides slowly decompose 
it, however. Thus, when warmed for a few minutes to a temperature 
of 35® m\h. a 4% solution of sodium hydroxide it dissolves, and crystal- 
line lyaconine separates from the liquid and may be extracted by ether. 
By agitation with chloroform a second base can be extracted, while 
the salts of lycoctonic acid and of another acid, probably a dihydroxy- 
benzoic acid, remain in the solution. 

Lyaconine, C37H4<,07N3,iiH30, is apparently identical with 
the base described by Hiibschmann under the name of lycoctonine.^ 

* A specimen of lycoctonine from A. LycoctonMtn (A. Vulparia), presented by Hiibseb- 
mann to FlUckiger, is desenbed by the latter chemist {Ytar-book Pharm., 1870, 96) aa 
being crystallised in perfectly white and distinct prisms and needles melting at 98-104“ 
without decomposition. The base was soluble in alcohol, ether, chloroform, amyl alcohol, 
petroleum spirit and carbon disulphide. 

The aqueous solution of the base had an alkaline reaction and intensely bitter taste. The 
physiological effects of lycoctonine were found to differ from those of the other aconite 
oases both in degree and Idnd As a poison, lycoctonine was found much less energetic than 
aconitine. Mercuric chloride, platinic chloride, phosphomolybdic acid and potassium iodide 
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It melts at 90--92®, has an alkaline reaction, and an optical activity of 
[a]^+46.4° It is very soluble in alcohol and chloroform, less readily 
in ether and benzene, and dissolves in about 250 parts of water. Its 
solution has an alkaline reaction, exhibits a fine blue fluorescence, is 
coloured purple by chlorine water, and is precipitated by the ordinary 
reagents for alkaloids. • 

The auricJtloridej platinichloride and nitrate of the base have been 
prepared. 

Acolyctine, a base described by Hiibschmann, is probably identical 
with the second base extracted by Dragendorff and Spohn from the 
product of the action of alkali hydroxide on lycaconitine. It is prob- 
ably a product of the further action of the alkali on lyaconine (lycoc- 
tonine). It is described as a white powder, soluble in water, alcohol 
and chloroform, but insoluble in ether. It forms white precipitates 
with tannic acid and lead acetate, and a yellow one with gold chloride. 
Its sulphate forms a while precipitate with ammonium molybdate. 
Acolyctine produces physiological effects similar to those of myoctonine, 
but less powerful. 

Lycoctonic acid, C27H18O7N3, produced by the action of alkalies 
on lycaconitine (or by heating the base with water or dilute acid in a 
sealed tube), is crystallisable and melts at 146-148°. It is sparingly 
soluble in water, moderately in ether, and readily in alcohol and 
chloroform. 

Myoctonine, according to Dragendorff and Spohn, has the formula 
C27H3 o 08N2,5H20, while Einberg regards it as C\oH590i2N2,5H20, 
the water being lost on drying in a current of air at 60°. It is amor- 
phous, has a bitter but not pungent or tingling taste, melts at 143-144°, 
and is dextrorotatory: [aj^ of the alkaloid in 10% solution in alcohol =»» 
+ 29.5°; of the nitrate in aqueous solution, 4-21.2°. It is difficultly 
soluble in water, but very soluble in ethyl and amyl alcohols, ethyl 
acetate, chloroform, benzene, and carbon disulphide. Ether and 
petroleum spirit dissolve only traces of it. The salts refuse to crystal- 


produced no precipitate in solutions of lycoctonine salts; but the base was thrown down by 
tannin, iodised potassium iodid^and bromine water (which last gave a precipitate of micro- 
scopic needles). Potassium mercuro-iodide threw down a precipitate which crystallised on 
st^ding. In solution of i in 8,000 no immediate effect was produced, but m about 15 
minutes beautiful crystals made their appearance; and in a dilution of 1 in so, 000, they 
were formed in aa hours. The precipitate was readily soluble m alcohol, and crystallised 
very beautifully from the solution. 

Sulphuric, mtric and phosphoric acids produced no colour reactions. The nitrate of 
lycoctonine crystallised in tables, the sulphate in prisms. Solutions of the salts were not 
precipitated by alkali hydroxides or carbonates, though the base itself was not notably 
•< 4 utue in alkalies. 



276 


ACONITE ALKALOIDS. 


Use. Myoctonine is precipitated by most of the general reagents for 
alkaloids in solutions not too dilute, and may be titrated by Mayer’s 
solution (i c.c. = 0.0176 of alkaloid). 

An aqueous solution of myoctonine hydrochloride gives with excess 
of bromine-water an amorphous, very sparingly soluble precipitate, 
said to contain a dibromo-compound, C4oH54Br30i3Nj. 

If a fragment of myoctonine be moistened with fuming nitric acid 
and dried, the residue acquires a reddish-brown colour on adding a 
drop of alcoholic potassium hydroxide (compare atropine.) 

On heating to 100° with a 4% solution of sodium hydroxide myoc- 
tonine is stated by Dragendorff and Spohn to behave similarly to 
lycaconitine, yielding lycoctonic acid, lyaconine, a base resembling 
acolyctine, and a fourth product of indefinite nature. The behaviour 
of myoctonine with alkali hydroxide has also been studied by F. 
Einberg {Inaugural Dissertation^ Dorpat, 1887). When myoctonine 
was heated on the water-bath with 4% sodium hydroxide solution 
a sparingly soluble basic decomposition product separated in crystals, 
which, when filtered off and purified, amounted to 24% of the myocto- 
nine taken. ^ The filtrate was brownish, and had a peculiar pungent 
smell. When acidified and shaken with ether, a substance exhibiting 
a blue fluorescence was extracted; and on evaporation 30.45% of a 
brownish semi-crystalline residue was obtained, of which Einberg 
recognised benzoic acid as the main constituent. The acid liquid, when 
rendered alkaline with sodium carbonate, yielded 11.84% to ether and 
an additional 8.89% to chloroform, both solvents leaving amorphous 
yellowish-brown residues on evaporation. 

According to Salmonowitz, myoctonine is a powerful poison resemb- 
ling curare in its action, and acting most energetically when introduced 
directly into the circulation. The subcutaneous injection of 0.075 
grm. of the nitrate produced distinct toxic symptoms in cats, and the 
injection of 0.100 grm. always caused death in about half an hour. 
Mice were killed in 3 minutes by a dose of 0.001 grm. 


‘ To this base, after drying at 8o®, Einberg ascribed the formula C?4Hjg06N. He con- 
sidered it identical with Hubschmann’s lycoctonine. It malted at 94“, and had a specific 
rotation in absolute alcohol of la]j, + 38.9 . It became amorphous when melted, reassummg 
the crystalline form on contact with steam. It dissiolved in about 250 parts of water, 4 
of absolute alcohol. 3 4 of chloroform, 55 of ether, and 6j of benzene, which characters agree 
with those ascribed by Hubschmann to lycoctonine. The base formed a crystalline nitrate, 
very hygroscopic and easily soluble in water. Strong sulphuric acid coloured the base 
bright yellow, changed to a nne orange on warming. 
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LAPACONITINE, SEPTENTRIONALINE AND CYNOCTONINE. 

The root of Aconitum septentrionale^ (Koelle) contains 3 alkaloids 
which have not hitherto been thoroughly investigated. Roscndahl 
has, however, described their properties in a general way. 

Lapaconitine,^ C34H^80^N2, forms bulky hexagonal crystals, 
m. p. 205°, is soluble in alcohol (i in 126), ether (i in 330), and spar- 
ingly soluble in water. Its solutions have a reddish- violet fluorescence. 
No salts have been described, but it forms a Iribrom o-suhstii\ii\on 
product. Lapaconitine has a bitter taste, is not extremely toxic but 
exercises a depressant action upon the heart. When heated with 
alkalies it yields an ether-soluble alkaloid melting at 98°, an alkaloid 
insoluble in ether melting at 106°, and a cry.stallinc acid (m. p. 114°) 
which gives a blue colour with ferric chloride. 

Septentrionaline, Cgill^gOoNj, also occurs in Aconitum septen- 
Irionale. It is obtained as a white or yellowdsh-white powder, m. p. 
129® soluble in alcohol (i in 1.7), ether (i in 2.1) and water (i in 58). 
Unlike lapaconitine, it docs not give fluorescent solutions. The nitrate 
is precipitated by the addition of nitric acid to a solution in ether as a 
white hygroscopic powder. It forms a /rf6r<?wo-dcrivativc. 

Septentrionaline has a bitter taste and a local ana'sthetic action, but 
it is not toxic. Wlien heated with alkalies, it yields an ether-soluble 
alkaloid m. p. 88°, an alkaloid m. p. 105° diflkultly soluble in ether, 
and the same unknown acid as is obtained by hydrolysis of lapaconitine. 

Cynoctonine, Cg^IIs^OigNj, is also obtained from A. septentrionale. 
It is an amorphous light grey powder, m. p. 137°, readily soluble in 
alcohol and water and diflicultly soluble in ether (i in 1,373). It does 
not form fluorescent solutions. No salts have been described but it 
forms a tribronio-dcnva.ii\c. It has a bitter taste and resembles 
septentrionaline in its physiological action. 

Atisine, C22H31O2N, is the characteristic alkaloid of Aconitum 
heterophyllum, a species^ of aconite which grows in the Himalayas 
at altitudes from 6,000-15,000 feet. The root is very commdnly 
employed throughout India as a mild and bitter tonic, and is sold in 
the bazaars under the name “Atis’^ or “Atees.” 

A complete investigation of the properties of atisine has been made 

' See footnote to page ay. , _ 

t T PU/ttnn . tRo 6 TtMl. A. a 6 a. 
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hy Jowett, * who was unable to Gnd evidence of the existence in the 
root of any other alkaloid. Alisine occurs in the root in combination 
with aconitic acid. The method of isolating it is similar to that 
described for aconitine and the final purification may be accomplished 
by crystallising as hydrochloride or hydriodide. The alkaloid is a 
colourless uncrystallisable varnish, readily soluble in water and insoluble 
in petroleum ether. It melts at about 85® and readily decomposes 
when heated, [ajp in alcohol — 19.6°. 

According to Wasowicz,^ strong sulphuric acid colours atisine a 
faint violet which changes to red and dirty brown. Nitric acid pro- 
duces a brown, sulphuric acid a red, and potassium dichromate a green 
colouration with a distinct reddish-violet zone. 

Shimoyama^ obtained with some of the alkaloid prepared by Waso- 
wicz a yellowish solution in concentrated sulphuric acid, gradually 
changing to a purple-red and becoming momentarily violet on adding 
a drop of water. No colouration was produced by nitric or hydrochloric 
acid. 

Ammonia precipitates atisine in white flocks from solutions of its 
salts. Tannic acid gives a yellowish-brown precipitate, and Mayer’s 
reagent a white precipitate which readily crystallises from alcohol. 

The following table gives the properties of Atisine and its chief 
salts: 


Substance 

Pormulffl 

M p. 

f-lu 

Remarks 

Atisine 

CijHiiOjN. 

8s° ! 

— 19 6® in 
ethyl alco- 
hol. 1 

Uncrystallised. 

•hydrobromide . . . 

C«HjiO,N,HBr. 

273 ° 1 

+ 34.3° in 
water. 

Long acidular 
crystals. 

-hydrochloride . . . 

C*iHnOtN.HCl. 

396® 

+ 18 5° in 

water. 

Long prismatic 
crystals. 

-hydriodide . 

CijHnOiN.HI. 

3 79 - 

380 ** 

+ 37 4® in 
water. 

Transparent tables 
sparingly soluble 
in water. 

■nitrate 

1 

CiiHjtOjN.HNOs. 

352° 

•+• 38 3“ in 
water. 

! • 

Hexagonal platea. 


Atisine does not undergo hydrolysis on treatment with acids or alka- 
lies, but forms a new base — atisine monohydrate — which does not crys- 
tallise or yield crystalline salts; nor does atisine contain any methoxyl 

» Trans., t8g6, 69, 1518. 

• Arch. Pharm , 1879, ix, 193. 

*Arck. Pharm., 1885, 33, 495. 
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groups. Physiologically atisine is non-toxic, it has a bitter taste, and 
is employed medicinally in India as an antiperiodic, aphrodisiac and 
tonic. 

Palmatisine is a crystalline alkaloid contained in the root of A. 
palmatu 7 n, a bitter tasting root, known in India as bikhma or bislima, 
which grows in the Alpine Himalayas of Nepal and Sikkim. 

Palmatisine^ which may be crystallised from a mixture of alcohol, 
ether and light petroleum, melts at 285° and the hydrohromide at 245°. 

Palmatisine has not been fully characterised and no formula has been 
given to it. It resembles atisine in its physiological properties so far 
as they are known. 

Assay of Aconite Root and its Preparations* 

The chemical assay of aconite and of its various pharmaceutical 
preparations yields very unsatisfactory results — not so much on account 
of any difficulty in isolating and identifying the total alkaloid as from 
the difficulty of ascertaining what proportion of aconitine is contained 
in it. The extremely high toxicity of aconitine as compared with the 
other alkaloids makes any estimation of the total alkaloid of small 
value, not only because the proportion of aconitine contained in the total 
alkaloid of the original plant is subject to variation but also because 
Ihe base is liable to become hydrolysed from various causes, both 
during the drying and storing of the crude drug and in the process of 
making the particular preparation. 

The chemical methods of assaying aconite and its preparations are 
based upon: 

1. The use of alkaloidal precipitants. 

2. The estimation of total ether-soluble alkaloid. 

3. The estimation of the crystallisable alkaloid. 

4. The estimation of the acetic or benzoic acids split off on hydrolysis. 

As already premised none of these methods can be regarded as 

satisfactory. 

1. Alkaloidal Precipitants. — The use of iodine was proposed hy 
Prescott and Gordin,^ and of silico-tungstic acid by Ecalle;* but since 
both methods fail to effect any separation of the alkaloids or allied 
substances they may be dismissed. 

2. Total Alkaloids. — Methods based upon the weighing and titra- 

\J. Amtr. Chsm. Soc., 20, yo6, 

■y. Pkarm. Chim., 1901 [vi], 14. 97. 
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tion of the alkaloid extracted by ether have found practical acceptance, 
and the pharmacopoeias of the United States and Germany adopt such 
a method for standardising the preparations of aconite. 

In dealing with the dried root or stem it is best to follow a process 
substantially identical with that employed in preparing aconitine. 
25 grm. of the drug in coarse powder is exhausted by cold percolation 
with a mixture of 5 parts of methyl alcohol and i part of amyl alcohol. 
(Fusel oil frequently contains pyridine from which it must be purified 
if employed for this purpose.) The percolate is concentrated to a 
small volume by distillation in vacuo over a water-bath, at a tempera- 
ture which should not exceed 70°. It is next shaken with 3 succes- 
sive portions of 10 c.c. of 1% sulphuric acid and subsequently twice 
with water, taking care to neutralise the separated acid with ammonia 
as quickly as possible. The aqueous extract is then rendered slightly 
acid and extracted with ether 3 times (or as often as necessary) to 
remove colouring matter and amyl alcohol, and tlie aqueous portions 
are rendered alkaline with dilute ammonia and completely extracted 
with ether. With good roots there is a tendency for crystalline aconi- 
tine to separate at this stage, and care must be taken to employ enough 
ether to rcdissolve it. The ethereal extract is evaporated to dryness 
and weighed. 

In dealing with a tincture or extract the equivalent of about 25 grm. 
of root is employed, and the alcohol is first removed by evaporation. 
25 c.c. of 1% sulphuric acid is added, the insoluble matter is filtered 
off and washed and the filtrate and washings are extracted with ether 
while acid, then rendered alkaline and extracted with ether and 
weighed as above. 

The weighed alkaloid may be titrated using haematoxylin as indicator 
— I c.c. N ! 10 acid is equivalent to 0.0645 aconitine. The large 
proportion of alkaloids of lower molecular weight than aconitine 
which are commonly present render titration inadvisable, however, 
the titration figure sometimes being greater than the weight. If the 
extraction of the acid liquid with ether is thorough, there is not much 
non-alkaloidal matter weighed in the final resfdue.^ 

The amount of ether-soluble alkaloid yielded by A. Napellus of 
good quality is 0.4 to 0.5%. 

* Stevens (Pharm. Arch., 1903, 6, 49) and Taylor (J. Ind. and Eng. Chsm., 19091 i» SS 7 ) 
point out that rapid loss of aconitine occurs when aconite extracts are heated to 100 , though 
the amount of total alkaloid may remain practically unchanged. TWs fact further empM- 
sises the unsatisfactory nature of methods which depend upon the estimation of total 
alkaloid. 
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The British Pharmacopada does not adopt any method of stand- 
ardising either aconite or its preparations. The United States Phar- 
macopoeia (8th rev.) adopts the following: 

To 10 grm. of powdered root 75 c.c. of 66% alcohol are added in a 
200 c.c. Erlenmeyer’s flask and the contents stoppered up and agitated 
at intervals for 4 hours; they are then transferred to a percolator 
25 mm. in diameter and the percolation continued with 66% alcohol 
until 150 c.c. is obtained. The percolate is evaporated in a basin at a 
temperature not exceeding 60®, and 5 c.c. of iV/10 sulphuric acid and 10 
c.c. of water are added, the solution is filtered and the filter paper and 
basin are washed with about 40 c.c. of water. The filtrate and wash- 
ings are transferred to a separating funnel, 25 c.c. of ether and 2 c.c 
of ammonia solution arc added, and after shaking and separating 
they are further extracted 3 times with ether using 15 c.c., 10 c.c., and 
10 C.C., successively. The combined ether solutions are evaporated 
to dryness and the residue is dissolved in 3 c.c., N/io sulphuric acid, 
5 drops of hsemaloxylin arc added to the solution which is then titrated 
back with N/$o potassium hydroxide and the amount of aconitine is 
calculated, using the factor i c.c. =0.06 grm. of aconitine. 

Reference to communications on this subject are given below: 

Ecalle (/. Pharm. C/iim., 1901 [vi], 14, 97). 

Beckurts {Ap. Zeit., 1903, 18, 67). 

Caesar and Loretz {Pharm, Centralh.^ 190$) 860). 

Gordin {Proc. Am. Pharm. 1906, 379). 

Lyons {Am, Drug., 1908, 89). 

Bemegau {Ain. J. Pharm., 1909, 122). 

Panchaud {Pharm. J., 1904, 72, 716). 

Dohme {Proc. Am. Pharm, / 1 55., 1895, 206). 

3, Estimation of the Crystallisable Alkaloid. — Some good roots 
contain only a relatively small amount of amorphous alkaloid. In 
such cases it is possible to crystallise a large proportion of the alkaloid 
and so obtain a minimum figure for the quantity of aconitine present 
but hitherto no method has been proposed for quantitative separation. 
The total alkaloid is dissolved in 10 c.c. of dilute hydrochloric acid and 
filtered, 5 c.c. of ether is added and then a slight excess of dilute 
ammonia, the solution being stirred during the latter process. Crys- 
tallisation may be promoted, if necessary, by the addition of a minute 
crystal of aconitine, and should be complete in 15 minutes. The 
whole is then filtered under pressure, the crystals are washed with a 
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litde ether and the ether is extracted by shaking twice with a slight 
excess of dilute hydrobromic acid and once with water. The acid 
extract is neutralised with ammonia and evaporated on a water- bath 
until crystallisation commences. As much crystalline salt as possible 
being thus obtained, it is dissolved and regenerated in the presence of 
ether as above; the ciystals are then added to those already obtained, 
and weighed. This process is tedious and from its nature incomplete. 
It has been found to give better results with A. deinorrhizum than 
with A . Napellus, owing to the larger proportion of crystalline alkaloid 
contained in the former species. 

4. Estimation by Hydrolysis.-— Alder Wright and A. H. Allen 
have advocated a method of estimating aconitine based upon the esti- 
mation of the benzoic acid produced on hydrolysis; but later workers 
have shown that this method is unsuitable owing to the fact that 
benzaconine, equally witli aconitine, yields benzoic acid on hydrolysis. 
Since aconitine is the only alkaloid present in A. Napellus which is 
known to yield acetic acid, better results were to be expected from 
determinations of the volatile acid obtained by hydrolysing the total 
alkaloid, the benzoic acid being removed by extraction with benzene. 
Dunstan and Tickle^ and Dohme,^ however, after repeated unsuccess- 
ful attempts to utilise this principle, abandoned it because the 
results afforded by it were too liigh and uncertain. 

The following proportions of total and isolated alkaloids have been 
obtained from the various species, where many results are available 
an average figure has been taken. Good quality roots of the various 
species of aconite have been shown to contain the following percentages 
of alkaloid: 


Species 

Total ether-soluble 
alkaloid 

Essential alkaloid 

A. Napellus 

00000 

0.15% aconitine. 

0.4 % pseudaconitine. 
japaconitine. 
lesaconitine. 

0.4 % bikhaconitine. 

A. deinorrhizum 

A. Fischeri Var. Hondo 

A. japonicum. Hokkaido ....... 

A. Spicatum 



Ph3rsiological Methods of Assay. — A simple physiological method 
of judging the quality of aconite preparations was proposed by E. R. 
Squibb.® This method is based upon the peculiar property of aconitine 


» Pham.J,, 1896 r«v]. a, X3T. 

*Proc. Am. Pkarm. Assn , 1895, ao6. 
* Ephtmeris, z, 135. 
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already referred to— of producing a tingling and numbing sensation 
upon the tongue and mouth. The principle followed is to ascertain 
the limit of dilution of an extract or tincture which will produce this 
characteristic eifect within 10 minutes after i dram of the diluted 
mixture is held in the mouth for i minute. According to Squibb 
tV of a minim of a i in i extract, or the corresponding quantity of 
another preparation diluted with i dram of water, should produce 
the aconite effect within this limit of time. The mouth should be first 
rinsed with water, and the liquid held in the front of the mouth and 
expelled at the expiration of exactly i minute. Aconitine shbuld 
respond to this test at a dilution of i in 500,000, the liquid extract of 
the root at i in 600, the liniment i in 400, the liquid extract of the 
leaves i in 100, the British Pharmacopoeia tincture i in 30, and the 
United States Pharmacopeia tincture i in 60. The Squibb test cannot 
be looked upon as a satisfactory quantitative method, the results vary- 
ing to a certain extent according to individual sensitiveness; neverthe- 
less certain workers regard it as of great value and superior to all the 
chemical methods hitherto proposed. In a valuable contribution, 
Taylor^ compares this test with other chemical methods of assay and 
draws the conclusion that it is the most reliable method of ascertaining 
the activity of aconite preparations. 

Another physiological test based upon a determination of the 
minimal lethal dose for frogs has been proposed,* but the results 
obtained were erratic. 

Cash and Dunstan found that the toxicity toward frogs was variable 
according to the time of year and the size of the frog, but from the 
work of these authors there appears to be no reason why the minimal 
lethal dose method cannot be successfully applied to warm-blooded 
animals. 


Toxicology of Aconite. 

The members of the aconitine group of alkaloids are among the 
most violent poisons known. The lethal dose of aconitine, deter- 
mined by Cash and Bunstan on cats and rabbits, is approximately 
0.13 mgrm. per kilo of body weight for warm-blooded animals. Cal- 
culated from this figure the fatal dose for an adult man would be 
9 mgrm. (| grain), but there is reason to believe that human beings 
are comparatively more sensitive. Recorded cases of poisoning show 

*7. Ind. and Eng. Chtm., 1909, x, 557. 

* Stevens, Pkarm. Arch., 1903, 6, 49. 
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a much greater toxicity than this. The fatal dose is difficult to fix, as 
in most of the cases in which such a dose of the pure alkaloid has been 
administered, the quantity taken has not been known. Headland 
considers 6 mgrm. grain) an ordinary fatal dose for an adult. 
Death appears to have been caused in i hour by 0.5 mgrm. 
grain). ^ Winter Blyth considers 2 mgrm. grain) the minimum 
fatal dose for an adult when the poison is taken by the mouth; but if 
given hypodermically 0.15 mgrm. grain) would probably kill, 
since the whole of the poison is then thrown into the circulation at one 
time and there is no chance of its elimination by vomiting. Pereira 
relates a case in which -jV grain nearly proved fatal to an elderly 
lady. Recovery has occurred after taking 2 . 5 grains; in this case, 
however, there was violent vomiting immediately, but most dangerous 
symptoms persisted for 30 hours.^ In the Lamson case,^ which 
proved fatal, the victim probably received about 2 grains. Other 
important cases are recorded by Dr. Busschcr^ one in which recovery 
occurred after a patient had taken a total of 9.2 mgrm. of aconitine 
nitrate in 7 doses over a period of 50 hours, and another in which 4 
mgrm. of aconitine nitrate taken in i dose proved fatal. 

The symi)toms of aconite poisoning usually begin to manifest them- 
selves a few minutes after the poison is taken, and are, in some respects, 
quite peculiar and characteristic. They usually, but not invariably, 
commence with tingling and numbness of the lips, tongue, gums and 
throat, accompanied with a burning sensation in the stomach. These 
effects are succeeded by tingling and creeping sensations in various 
parts of the body, pains in the abdomen, headache, vertigo, and nausea, 
frequently accompanied by vomiting and sometimes by purging. 
There is also diminished sensibility of the skin, constriction in the 
throat, frotliing at Uie mouth, partial or entire loss of voice, impaired 
vision, ringing in the ears, and a feeling of tightness in various parts 
of tlie body accompanied by muscular tremors, cold perspirations, loss 


* P/tarm. y , i8qo [jij], 20, 7 S4. i. . v 

* In a case of poisoning by aconite an emetic should at once be given or the stomacn-pump 

promptly used. Stimulants may be given with advantage. Anim^ charcoal, to ®;lter- 
ward removed by the stomach-pump, has been recommenced Str^rchmne and digitus 
have been used successfully as antidotes, and a solution of iodised iodide of potassium has 
been suggested. « t u / 

* In 1881 a medical man named Lamson gave his brother-in-law, P. M. youth oi 

19, who was paralysed below the pelvis, a dose of Morson’s aconitine contained in a gelatin 
capsule. Some ao or 30 minutes after, John was seized with pain in the stomach, which he 
at first called heart-bum. He then vomited, and suffered great pain, compwined of the 
sldn of lus face being drawn, of a sense of constriction in the throat, and of being unable to 
swallow. He retched violently, and vomited a small quantity of dark brown “Oid. Injec- 
tions of morphine gave some relief, but the symptoms returned, and he was ynth difficulty 
kept down by two men. Death occurred 4 hours after administration of the poison, the 
victim remaining conscious almost to the last. {Guy’s Hospital Rtports, 1883, 307.) 

4 IfUtiixckM Work^tisckrtft iRgn. XA. 
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of muscular power, and great prostration generally. Smoetimes there 
is alternate contraction and dilatation of the pupil. 

The most constant symptoms of aconite poisoning are difficulty in 
breathing, progressive muscular weakness, a weak intermittent pulse, 
and, in most cases, vomiting, especially when the poison has been 
taken by the mouth instead of subcutaneously. Death usually occurs 
from syncope, preceded in some cases by delirium and convulsions. 
Convulsions occurred in 10 cases out of 94 collected by Drs. Tucker 
and Reichert,' and opisthotonos happens occasionally. Dcatli from 
aconite poisoning commonly ensues in from 2 to 6 hours, though there 
is considerable variation in this respect.^ 

The postmortem appearances from aconite poisoning are by no 
means characteristic. They arc congestion of the lungs and liver, 
with an injected condition of the brain and its membranes. There is 
more or less redness of the stomach and intestines, which organs are 
frequently found empty. Great redness of the stomach and intestines 
is sometimes the only abnormal apj)carancc after aconite poisoning, 
and this does not occur when the poison has been given hypodermically. 
The right side of tlie heart usually contains more or less blood, and the 
blood throughout the body is generally fluid and dark in colour.^ 

Toxicological Detection of Aconite. 

In any case of suspected poisoning by aconite or its preparations, 
the symptoms presented before and after death arc of the utmost 
impoitance.^ The poison is so violent, so readily decomposed, and so 
wanting in delicate and chaiacteristic chemical reactions, that there 
is great difficulty in detecting it in the body by chemical analysis. 

The aconite alkaloids have been recovered from the urine, the blood, 
and the liver, and have been detected in the stomach several months 
after death; but the poison has been destroyed in cases where the 

‘These symptoms probably depend larRcly on the dose taken. With large doses, the 
heart's action is arrested before the poison has had time materially to aficet the excitability 
of the motor nerves, and, the heart once stopped, further absorption is diinmished or 
arrested. 

* In 5 cases of aconite poisoning recorded by J W. Mallett, death ensued respectively in 
8. 10, IS, 75 and 135 minutes, while in the sixth case it did not occur until 4 days after the 
poison was taken. 

* In the Lamson case, 64 h#urs after death there was great redness and inflammadon of 
the cardiac end of the stomach, which had a blistered appearance, the mucous mcnfbrane 
showing in places small, slightly raised, yellowish-grey patches. 

The duodenum wasjgreatly congested, and there were congested patches in other parts of 
the small intestine. The brain and its membranes were slightly congest^, and the lungs 
much so, especi^ly toward the posterior parts. The heart was very flaccid, nearly empty, 
and stained with blood-pigment. The pupils were dilated and the lips and tongue pale. 
The bladder contained 3 or 4 oz. of urine. 

* It is for this reason that the symptoms of aconite poisoning are described m the text at 
greater length than might appear necessary in a work treating of the chemist’s duties rather 
than those of the medi^ practitioner. 
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viscera have become and remained alkaline for some time from putre- 
factive decomposition. 

In cases of supposed poisoning by aconite, the stomach and intestines 
have been carefully exanained for portions of the leaves or other parts 
of the plant. These, if found, may be identified by comparison of 
their l)otanical characters with those of real aconite. The fragments 
may be washed with a little distilled water and masticated with the 
front teeth, when the persistent tingling and numbness so characteristic 
of aconite will he distinctly recognisable. 

For the isolation of aconite bases in cases of poisoning, the suspected 
matters should be fiiudy divided and treated at the ordinary tempera- 
ture with strong alcohol, which should be slightly acidified with tar- 
taric acid, unless already di.stinctly acid. The litjuid is .strained and 
evaporated to a low bulk in vtnuo at a temticrature not exceeding 40°. 
The residual liciiULl is filtered cold, acidified with tartaric acid, if 
requisite, shaken with ether to remove fats, etc., separated, and 
rendered alkaline with sodium carbonate The alkaloids arc then 
extracted liy shaking with ether, and the solution is washed by agitation 
with water and evaporated at a gentle heat. 

The alkaloid residue having been obtained, it should be tested 
accxirding to the method given on page 261. 

The Sciuibb test given on page 282 is of great value in identification 
and confirmation may be obtained by administering a fatal dose to 
mice or guinea-pigs. 

The relative toxic doses of aconitine and its allies are as follows: 

Aconitine, i 

Indaconitinc, i 

Japaconitine, 0.85—0.9 

Bikhaconitine, 0.75 

Tseudaconitine, 0.4—0.45 

When administered therapeutically in tlic above propiortions it may 
be considered that they exert identical physiological action, such 
differences as exist being very small and unirnportant. It must not 
be fdrgotten, however, that the action is more or less modified by the 
other alkaloids present in galenical preparations and in the amorphous 
aconitine of commerce. 

Benzaconinc, which has a toxicity of about 1/250 that of aconitine, 
and aconine, which has a toxicity of about 1/2,000 that of aconitine, 
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both exert an action antagonistic to that of aconitine and in sufficient 
doses may effectively act as antidotes to it. 

Phannacology of Aconite.’ 

Aconitine is employed in medicine to reduce the temperature in 
fevers; even in minute therapeutic doses it has a decided slowing 
effect upon the heart. It is excreted mainly l)y the kidneys and has 
been found in the stomach after administration by hypodermic 
injection. 

The drug is readily alisorbed by the skin, especially when applied 
in the form of an ointment, producing a tingling sensation followed by 
local anesthesia. It is therefore employed in this way to remove th(‘ 
pain of rheumatism, neuralgia, etc. 

It will readily be understood that the amorphous aconitines* of 
commerce are undesirable; it has been shown that the physiological 
activity of .some is about 50 times as great as that of otliers, while the 
chemical examination of a numl)er of samples has proved similar 
variation. 

The commonly accepted medicinal dose of crystalline aconitine is 
grain per dose or -j J <5 grain per day. 

The ointment of aconitine has an official strength of 2 parts, of acon- 
itine in 100 parts and is employed only on unabrased surfaces. 

The relative strengths and do.ses of the principal preparations of 
aconite root are given in the following table; 


Preparation 

, ProjHirtion of root 

1 in prep.'! nation i 

Dose 


Aconite root, pulv 


0 01-0 06 grm 

0 5-1 grain 


Fluidexlract, United tilaies l^harma 
copctui. 

1 m I 

: 0 oi 0 06 c t 

1 0 S' 1 niin 


Liniment, Bnltsh Pharmacopata 

1 in 1 i 



Tincture, British Pkarmacopaui 

I in 20 

0 1-0 9 r c 

S' I S min 


Tincture, United Stales Pharmacoparia 

I in 10 1 

0 2-0 6 c c 

3-^9 min 


Tincture, Dr. Fleming's ^ 


0 06-0 3 c c 

1-5 mm 



1 A very full and detailed account of the pharmacology of the aconite bases is given In the 
Mpers 01 Cash and Dunstan (Phtl Trans, 189H, B, 190, and 1903, B. xos, 19 , 
Proc. Roy. Soc , 1898, 6a, 318, 1901, 68, 378, 1905, B , 76, 468), and Heins (Arch. Pharm , 
1909. 347, a66). 

•For reports upon commercial aconitine see papers by Duqucsnel {Y B Pharm . 1873. 
941); Plume {Arch Pharm , Ian , 1883); Squibb (Epfumeris, i, ns), Buntten and Madsen 
{Pharm. J.. 1885 16, 366), Dunstan and Carr (Trans. , 1893, 490 - 




ATROPINE AND ITS ALLIES. 
TROPEINES AND SCOPOLEINES. 


Bv FRANCIS 11. CARR. 

There occurs in many of the plants of the family Solanacar a re- 
markable series of alkaloids distinguished by the property of dilating 
the pupil of the eye. TTie series is, on this account, often termed that of 
the “mydriatic alkaloids”; tlie dilTerent members of it have been givi'ii 
names derived from the plants which contain them; and as the same 
alkaloids occur in diflerent species, some confusion lias arisen through 
identical substances obtained from dilTerent plants being dilTerently 
named. Thus the names “duboisine” and “daturine” have been 
given to mixtures of atropine and hyoscvamine which have been 
obtained respectively from Duhoisia and Datura. 

The plants which are known to yiebl mydriatic alkaloids ared 


AniiiodHs liiridur {Scopolia lurida) 

Ilyo^c) amine. 

Alropd Belladonna (deadly nightshade) 

llyoscyamine. 

Belladonnine. 

Datura arhorea 

llyoscyamine. 

llyoscine. 

Datura Jasluosa 

llyoscyamine. 

Hyoscine. 

Datura me tel 

llyoscyamine. 

Hyoscine. 

Datura metcloides ^ 

llyoscyamine. 

Hyoscine 

Mcteloidine. 

full account of the quantities of alkaloids present 

in these plants will be found on 


paRe ^Tt 

*Siebert (.Arch Pharm , i8go, 28, 145) found that /I /ufutui, a Himalayan solan- 
aceous plant, contains hyoscyaminc 
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Datura quereijolia 

Hyoscyamine. 

Hyoscine. 

Datura stramonium (thorn apple) 

Hyoscyamine. 

Hyoscine. 

Duboisia myoporoidcs 

Hyoscyamine. 

Pseudohyoscyamine. 

llyoscyamus niger (henbane) 

Hyoscyamine. 

Uyoscyamus albus 

Hyoscine. 

llyoscyamus muticus 

Hyoscyamine. 

Mandragora vcmalis^ (mandrake) 

Hyoscyamine. 

Pseudohyoscyamine, 

Mandragorine. 

Scopolia camioUca (Scopolina atropoides) 

Hyoscyamine. 

Hyoscine. 

i-Scopolamine. 

Scopolia japonica 

Hyoscyamine. 

Solandra hrvis'^ 

Mydriatic alkaloid. 


Where hyoscyamine has been found its racemic modification atropine 
has been observed also, but it is uncertain as to whether it exists in the 
living plant or is formed in the process of separation. 

The three best known natural alkaloids of this group, viz., atropine, 
hyoscyamine and hyoscine, have wide application in pharmacology, 
not only on account of their valuable mydriatic property, but also for 
their effect on muscles, secretory glands, and the central nervous 
system. The others are not of practical importance. All these alka- 
loids are readily saponifiable and traces of the products of hydrolysis 
are therefore liable to pre-exist with them in tjie plant or to be formed 
during the production of the alkaloids or of their galenical preparations. 
The following table exhibits the leading properties of these alkaloids: 

* Hesse, J. Pr. Chtm ,1901 [ii]. 64, 974. 

* Petrie communicated to the Lmnean Society of New South Wales an account of a new 
mydriatic alkaloid contained in Solamira lavts. The alkaloid resembles hyoscine. but 
diffets from it in not reddening phenolphthalein; it yields atropic add upon hydrolysia 
(CilwmMf and Pruittst, 1908, 73, 14). 
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Base 

Formula 

M. p. 

[a]jj Form 

‘ i 

Products of hy- 
drolysis 

Acid ( Base 

1 

Tropic i Tropine 
8Lld j 

Atropine jCuHijOiN 1 17-1 18° > Inactive 

(i-hyoscyamine)j ! 

Lustrous 

prisms 

Hyoscyamine 

(/-hyoscyamine.) 

CiiHjaOiN 

107“ 1 — 23 0“ 

! (50',') al- 
i cohol ) 

Slender 

needles. 

Tropic } Tropine. 
acid. 

Hyoscine 

CiTHi, 04 N 

56-57" 1 -38 0“ 

1 (water). 

Amorphous 

Crystalline 

hydrate. 

Tropic 

acid 

Scopoline 

(ostine). 

t -Scopolamine 
(atroscine). 

CnHji 04 N 

82-83“ j Inactive. 

Crystalline. 

Tropic 

acid 

Scopoline 

(oscinc) 

Pseudohyoscy- 

amine. 

CiiHiiOiN 

133-134" 1 — 21 1“ 

i (abs alco- 
j hoi) 

Needles. 

Tropic 

acid 

Base 

CiHiiNO. 

Atropamine .... ICitHhOjN 
1 

60-63“ 

Inactive. 

Pnsms 

Atrr>pic 

aciu 

Tropine. 

Belladonnine . 

0 

0 

i Amorphom 

1 i 

1 

Atropic 
act a. 

Tropine. 

Mandragonne . 

CuHmOiN. I . 1 Amorphous 1 Atropic 

1 1 I I acio 

New base. 


Mcteloidine 'C11H21O4N 1 141-143“ 1 Inactive j Tabular ! Tighc I Teloidlne. 

j I , ! needles | acid 


The pre-existence of atropamine and bclladonnine in the plant is 
not absolutely established. 

Atropine and hyoscyamine are respectively the inactive and laivo- 
tropyl esters of tropine. These and other esters of tropine have been 
produced synthetically, thus giving rise to a large class of substances 
to which the name tropeines has been given. Similarly, i-scopolamine 
and hyoscine are the inactive and hnvo-tropyl esters of scopoline, and 
the esters of this base have been termed scopolcines. 

The natural tropeines and scopoleines are all easily hydrolysed by 
treatment with acids or alkalies. Thus the hydrolysis of atropine or 
hyoscyamine by the latter results in the formation of tropic acid and 
tropine in accordance with the equation: 

C„H„03N + H,0=» c,h,„o,+ C.H^.ON. 

Atropine. Tropic acid. Tropine. 

When the hydrolysis is eflfected by an acid, especially concentrated 
hydrochloric acid, the tropic acid loses the elements of water; atropic 
add, C3H3O,, results, and at a high temperature this is more or less 
changed into its polymers a- and /?-isatropic acid, C^HjeO,. Such 



292 


ATROPINE AxND ITS ALLIES. 


products also result from the hydrolysis of the anhydro-bases bella- 
donnine and atroparnine by barium hydroxide. 

I’he preferable method of effecting tlie hydrolysis of the tropeines 
is to heat the alkaloid with saturated barium hydroxide solution to 60 
or So"* for a few hours. Dilute sulphuric acid is next added to the 
liquid till a drop ceases to give a pink t olouration with phcnolphthalein 
The licjuid is tlien filtered, and the filtrate acidified with hydrochloric 
acid and twice shaken %\ilh ether. 'J'he ether is separated and when 
evaporated yields the acid j)roduct of the hydrolysis; on treating the 
aqueous layer with alkali hydroxide in excess and agitating with chloro- 
form, the basic product is extra( led, and may be recovered by separat- 
ing and (‘vaporaling tlie chloroform. 

Tropic acid, CJI^.CIUCHo. 011 ) 00 . 011 , is a-phenyl-/?-hydroxy- 
propionic acid. It crystallises from hot water in needles or slender 
prisms, and, on ihc spontaneous evaporation of its aqueous solution, 
in tablets, m. p. 125-126^ It is optically inactive, as obtained from 
atro[)ine or from hyoscyaminc by alkaline hydrolysis but from the 
latter alkaloiil by acid hydrolysis the Ktvo acid of (a]„— 71.8° results. 
'Tropic acid is not volatile without decomposition. It has a sliglitly 
sour taste, di.ssolves in 40 parts of cold water, and is soluble in alcohol 
and ether. When heated wdth a dilute solution of potassium per- 
manganate, trojiic acid gives an odour of bitter-almond oil, and on 
further treatment ben/oic acid is produced. Tropic acid has been 
prepared synthetically (/hr., i(SHo, 13, 2041). 

Atropic acid, C\dlr.C( is «-phcnylacrylic acid. 

It is isomeric witli cinnamic acid (Vol. 3), from wdiich it ditfers 
by its solubility in water (i in 6 q 2 at 19°), its low'er m. p., and 
in the failure of manganous salts to precipitate it from its neutral 
solutions. Atropic acid has been preparetl synthetically, and may 
also be obtained liy heating tropic acid with hydrochloric acid, or by 
the direct action of fuming hydrochloric acid at 120° or boiling con- 
centrated barium hydroxide solution on atropine. It crystallises 
from hot water in needles, anti from alcohol in tablets or monoclinic 
prisms, which melt at 100-107°, 'olatile whh steam and boil with 
decomposition at about 267°. Atropic acid is very soluble in carbon 
disulphide. It is oxidised to benzoic acid by chromic acid mixture, 
and yields formic and phenylacetic acids when fused with potassium 
hydroxide. Sodium-amalgam reduces it to a-phenylpropionic acid. 
Bromine -water converts it into rt-, 5 -dibromo-a-phenylpropionic acid. 
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Isatropic acid, is polymeric vrith atropic acid, 

and is always formed, together with that acid and tropic acid, wluii 
atropine is heated with hydrochloric acid. Isatropic acid ih aho 
formed in small quantity when atropic acid is recry.stallised from hot 
W'ater, and in larger amounts if the solution be boiled for some lime. 

Several isomeric modilications of isatropic acid exi^t; o-isatropic aciil 
is almost exclusively formed when atropic acid is heated for many 
hours at 140-160'^ in a closed flask. It forms small warty crystals, 
which melt at 237°, arc very slightly soluble in waiter, and nearly 
in.soluble in etlicr. It is not affected by .sodium-amalgam or told 
bromine-water. / 9 -isatropic acid is formed, together with nuuh of tlie 
a-modification, when the aqueous solution of atrojm: acid is boiled. 
It crystallises on cooling, in small quatlratic tablets, m. j). 206'^, and is 
converted at 220-225° into the o-acid. y- and S-isatropic acids were 
obtained by Licbermann by the hydrolysis of tni.xilline (cocamin(‘), a 
base contained in some varieties of coca leaves, l^'rom their soiirte he 
subsequently named them a- and / 9 -truxillic acids. 

Tropine, C7Hii(OH)N.('II„ has the constitution of a 7 atom 
carbon ring with an X-bridge having a methyl attached: 

H,C-('II ('ll, 

N.CIl., (11(911 

JUC-('U ('II,, 

It crystallises from absolute etlicr in rhombic tablets, m. p. 63°, 
b. p. 233° without decomposition It is hygroscopic and very easily 
soluble in w'atcr and alcohol, remaining as an oil on the evaporation 
of these solutions. Tropine is optically inactive, and cannot be 
resolved into its active constituents; it is a strong tertiary base and 
forms salts which crystallise wtII. 'I'he planlhtichloridc, B2,Il2ht(d6> 
forms large, orange-red monoclinic prisms, easily soluble in warm 
water, in.soluble in alcohol, m. p. (decomp.) 198-200°. The auri- 
chloride B,IIAuCl^ foi*ms large yellow platc.s, m p. (decomp.) 21CV-21 2°. 
The picrate is formed as a yellow precipitate, cry^stallising from hot water 
in yellow needles. On distilling with soda-lime or barium hydroxide, 
tropine yields methylamine, w^ater and tropilidene — 

CH3NH2 + H2O + C7H8. WTicn heated with fuming hydrochloric 
acid to 180°, orw’ith glacial acetic and strong sulphuric acid, itlo.ses the 
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elements of water and is converted into iropidine, C5H8(C2H4)N.CH3, 
a liquid base boiling at 162°, smelling like coniine. Tropidine is of 
interest from its relation to anhydro-ecgonine (compare page 338). 

Pseudotropine/ 0^11 ijON, is a stereo-isomer of tropine, and 
results from the hydrolysis of tropacocaine — an alkaloid obtained by 
Liebermann from Java coca leaves. It may also be readily prepared 
from tropine by treating the latter with sodium amyl oxide. It 
forms prismatic crystals, m. p. 108®, b. p. 241° without decomposi- 
tion, and is soluble in water, benzene, chloroform, alcohol and less 
readily in ether. 

Pscudotroj)inc hydrochloride crystallises in prisms, m. p. 280-282°, 
the aurichloride in golden plates, m. p. 225°, and the platinichloride in 
rhombohedra, m. p. 205-206° 

Like tropine it yields tropidine when treated with strong acids; the 
tropyl ester and other esters of pscudotropine, unlike the correspond- 
ing tropeincs, are not mydriatic. 

Scopoline (oscine), C\Hi302N, results from the hydrolysis of 
^'-scopolamine and hyoscinc. It crystallises in prisms from light petro- 
leum or ddoroform, m. p. 109-110°, b. p. 241-243°. It is easily 
soluble in water and alcohol and less readily in ether. It forms a 
crystalline hydrochloride^ hydrobromide, hydr iodide, sulphate, etc. It 
has been suggested that its constitution differs from that of tropine in 
tlie substitution of a CO group for a CU^, but E. Schmidt^ has failed 
to obtain any direct evidence to support the view tliat scopoline contains 
a CO group. Scopoline is optically inactive, but unlike tropine it 
may be resolved into its d- and /-constituents. (Tutin, Trans., 1910, 
97 , 1 793 -) 

Atropine (d/-hyoscyamine), 0 ,N, 

- CH, 

, I 

I I 

N.CH3 CH.O.CO.CII.C3H3 
CII3-CH - CHj CHj-OH 

' Accft^ing to Ladenburg, an isomer of tropine results from the hydrolysis of hyoscine; 
this also is named jMeudotropme but is not identical with Ltebermann’s base. It has m p. 
xo6‘’ and b p. 34i-a4j°, and forms rhombohedral crystals. It is less hygroscopic than 
tropine, but very soluble m water and chloroform and somewhat sparingly in ether. Bj.- 
H'BtCl* forms small orange-red rhombic prisms, easily soluble in water, m, p., 305-306®. 
BIIAuCh ioTvna small crystals, m. p. 198®. Later workers, however, have stated that the 
basic hydrolytic product of hyoscine is scopoline, which, though of different composi- 
tion, has similnr properties to these recorded by Ladenburg for pseudotropine (B#r., 1884# 
*7i »S0. 

*Ap 0 tk. Z0it., 190s, ao, 669. and Arch. Pharm., 1906, 343, 559. 
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is commonly regarded as the characteristic alkaloid of Atropa bella- 
donna or deadly nightshade, though in the living plant it is often largely, 
or perhaps entirely, replaced by /-hyoscyamine, the latter alkaloid 
being readily converted to atropine, wliich is its racemic form. Atro- 
pine is also obtained komScopolia camiolicay S. japonka, Datura Stra- 
monium, D. metel, D. meteloides, D. fastuosa and Duboisia myoporoides. 
Atropine has been completely synthesised, and by crystallisation as the 
salt of an optically active acid, its resolution^ into d- and /-hyoscyamine 
has been effected. 

Pure atropine^ forms tufts or groups of colourless or white lustrous 
needles or prisms. It melts at but the commercial alkaloid 
often begins to melt at a lower temperature owing to tlie presence of 
hyoscyamine. At a higher temperature atropine decomposes into 
atropic acid and tropine, which latter shows signs of volatility. 

Atropine is odourless but has a disagreeable bitter and acrid taste. 
It is a powerful poison, producing delirium and convulsions (page 309). 
From 0.05 to 0.2 grm. is commonly fatal, and o 001 grm. (and 0.004 
grm. per day) the maximum medical dose for an adult. Much smaller 
amounts than this produce marked mydriasis or dilation of the pupil 
when applied to the eye (page 310). 

Atropine is soluble in about 450 parts of cold or 35 of boiling water. 
It dissolves in glycerin and in olive oil. It is soluble in alcohol 
(3 parts), etlier (60 parts), chloroform (2 parts), amyl alcohol, and 
benzene (42 parts), but is only slightly soluble in cold j)etroleum 
spirit or carbon disulphide. The solutions are optically inactive. 

The aqueous solution of atropine exhibits a di.stinctly alkaline 
reaction to litmus, haematoxylin and phenolphthalcin, tlie latter char- 
acter distinguishing it and its isomers from almost all other known 
alkaloids. Atropine is a tertiary base with a methyl group attached 
to the nitrogen, and forms salts which are well crystallised. 

Atropine is readily produced from hyoscyamine by treating a solution 
of the latter with dilute alcoholic alkali hydroxide, or even by allowing 
a plain solution to stand for a long time. When heated to 110° hyo- 

' BarrowcUflf and Tutin TrcMs., 1909. 95 . ^^66 

*For the preparation oi atropine from belladonna the dned leaves should be macerated 
for sever^ days in cold water, and the liquid concentrated by evaporation, treated with 
sodium carbonate and agitated with benzene. The benzene solution is separated and 
a«itated with dilute sulphuric acid and the acid liquid again rendered alkaline with sodium 
carbonate. The liberated alkaloid is then extracted with chloroform, the solution in which, 
when mixed with petroleum spirit and allowed to evaporate spontaneously, deposits the 
atropine first, while the associated alkaloids remain in the roother-hquor. It is perhaps more 
easy to prepare atropine from belladonna root. Chloroform is the best solvent for the 
extraction of atropine from an alkaline liquid but ether is preferable for its subsequent pun- 
ficstion and crystallisation (A. W^. Gerrard). 
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scyaminc is also converted into atropine. At about 130° atropine loses 
the elements of water, and belladonnine is produced. It is readily 
hydrolysed into tropine and tropic acids (sec page 291). Concentrated 
sulphuric or nitric acids and acetic or phosphoric anhydrides con- 
vert atropine into atropamine. Other reactions of atropine are 
described on page 303, el seq. 

Atropine sulphate, prepared by neutralising atropine 

with dilute sulphuric acid and evaporating the solution to dr>'ncss at 
100°, is a colourless and odourless crystalline powder, neutral or faintly 
alkaline, easily soluble in water and alcohol. The commercial salt is 
often faintly alkaline and keeps better when so made. It should be 
anhydrous or contain not more than 4% of water. When dried at 
100° it melts at 194”, but the presence of moisture considerably lowers 
this point. According to E. Schmidt, the more hyoscyamine a sample 
of commercial atropine sulphate contains the finer is its crystalline 
appearance, the pure salt occurring as granular white masses. The 
absence of hyoscyamine in a sample is shown by the optical inactivity 
of the solution. 

Atropine hydrohromide, B,HBr, crystallises in fine needles, m. p. 
163-164°. 

Atropine hydrochloride, B,nCl, forms needles, m. p. 162°. 

Atropine picratc forms rectangular plates, m. p. 175-176°. 

Atropine oxalate, B2,C JTO^, crystallises readily in prisms, m. p. 
198°. 

Atropine auric hloridc, B,nAuCl^, shows a tendency to separate 
as an oil which subso({uently crystallises; it forms opaque yellow 
glomerates, m. p. 137-139°. 

Atropine aurihromide, BjHAuBrJIjO, forms chocolate-coloured 
prisms, m. p. 120°. 

Atropine methobromide (mydriasine), B,MeBr, results from the 
interaction of atropine and methyl bromide in chloroform. It forms 
glistening scaly cr}'stals, m. p. 222-223°, rea^lily soluble (i in i) in 
water. 

Atropine salicylate and valerate are occasionally employed in 
ophthalmic surgery. 

Commercial atropine and its salts should be free from yellow 
colour, and should not become coloured on treatment with strong 
sulphuric acid or excess of ammonia. A solution should be entirely 
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without effect on polarised hglit. This substance should leave no 
appreciable residue on gentle ignition. A solution in water- i in 
1,000 — sliould have an acrid and bitter taste and on the addition of .1 
drop of gold cldoride solution yield a non-Iustroiis goltlen yellow pre- 
cipitate, whicli melts under boiling water, i drop of a solution 
of atropine or its salts in 45,000 parts of water (or less than 2 grains 
per gallon), when placed in tiie human eye, should cause dilation of 
tlie pupil in from 40 to 60 minutes. 

Hyoscyamine, l-hyoscyaminc, daturinc, duboisine, 

This base is diaracteristic of the various .species of Hyoscyainus, but 
also occurs in Belladonna, Stramonium, and other solanaceous plants 
in association witli atropine, into which alkaloiil it readily pa.sses by 
simple racemisation. If hyoscyamine be ke])t at a temperature 
slightly above its m. p., die optical activity gradually falls and 
the product is found to consist of atropine, ('onversion of hyoscya- 
mine into atropine also occurs when its cold alcoholic solution is allowed 
to stand after a slight addition of potassium, sodium or ammonium 
hydroxide. 

Hyoscyamine crystallises from alcohol or hot petroleum in slender 
needles with a peculiar tendency to come out in a jelly-like mass. It 
melts at 107°. In its solubilities it closely resembles atropine. The 
specific rotatory power of the pure base, taken in 50^^, alcohol, is 
[a]j,-22°; but as met with in commerce it generally contains a small 
proportion of atropine and rarely has a higher rotation dian la]^— 21°. 
The rotation of the basic ion contained in its .salts is 52 5° (Carr 
and Reynolds, Trans., 1910, 97, 1328). It resembles atropine in taste 
and physiological acti^m, though its activity is mucli greater. 

On hydrolysis hyoscyamine yields tropic acid and tropinc. If 
hydrolysed by heating with water, lawo-tropic acid and inactive tropine 
arc produced; but if alkali is employed, both products are optically 
inactive. The difference bctw’een hy(»‘>cyaminc and atrojiinc, there- 
fore, lies in the activity in die one case and inactivity in the other of 
the tropic acid residue. 

As in the case of atropine, atropamine and belladonninc result from 
the action of strong acids and acid anhydrides upon hyoscyamine. 

A table showing the principal distinctions between die properties of 
hyoscyamine and atropine and those of their salts will be found on 
page 291. 
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Hyoscyamine sulphate, crystallises more readily than 

atropine sulphate, and melts at 205-209°. It is very soluble in water. 
A 4% aqueous solution gives [a] — 27 8°. 

Hyoscyamine hydrobromide forms fine needles, m. p. 151°. 

Hyoscyamine picrale crystallises in plates, m. p, 165°. 

Hyoscyamine oxalate, B2,C’2ll204, forms very long prisms, m. p. 
176°. 

Hyoscyamine melhobromide crystallises in colourless crystals, m. p. 
210-212°. 

Hyoscyamine aurkhloride, B,HAuCl4, crystallises from alcohol 
in anhydrous golden-yellow hexagonal plates, m. p. 165°. 

Hyoscyamine auribromide, B,IIAuBr4H20, crystallises in deep 
red coloured and highly lustrous needles having i molecule of water; 
the anhydrous salt sinters at 155° and melts sharply at 160°. 

d-Hyoscyamine resembles its optical antipode in all its chemical 
properties and those of its salts, but though its physiological activity is 
similar in kind it is much less in degree,^ the mydriatic action being 
about 1/100 and tlic paralysis* of die vagus nerve 1/25 of that of 
/-hyoscyamine. 

Pseudohyoscyamine, was obtained by Merck 

from Duboisia myoporoidcs,^ in which it is accompanied by hyoscya- 
mine and atropine. It also occurs in Mandr agora vernalis} It 
crystallises in needles from ether and chloroform, m. p. 133-134°, and 
is readily soluble in chloroform and alcohol, less readily in ether and 
water. It forms a crystalline aurichloride, m. p. 176°, and picrate, 
m. p. 220°. It is Ixvorotatory, mydriatic, and only slightly poisonous. 
On hydrolysis it yields tropic acid and a base, CglluON, isomeric 
with tropinc. 

Atropamine. — Apo-atropine, is the an/zydro-derivative 

of atropine. It is reputed to occur naturally associated with atropine 
and hyoscyamine in the solanaceous plants, but is best prepared from 
either of the two latter alkaloids by adding the^substance gradually to 
strong nitric acid or sulphuric acid, or by heating it with acetic or 
phosphoric anhydrides. 

>Cu8hny (/, Physiol , 1904, 30, 176) and Loidlaw (Trans., 1909, 95» 1569). 

* ArtA. .189?, 331, 117. 

• Hesse, J. Pr. Chrm ,1901 [»*], 64, 974.. 
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Atropamine crystallises from ether in prisms, m. p. 60-62°, which 
are very slightly soluble in water and petroleum ether, readily in 
alcohol, chloroform, benzene and carbon bisulphide. It forms salts 
which crystallise well from water. The sparing solubility of the 
hydrochloride and hydrobromide affords a ready means of separating 
atropamine from the other alkaloids of this group. The aurichloride 
crystallises from water in line yellow needles, m. p. 110-112°. 

On hydrolysis atropamine yields atropic acid and tropine, 

Atropamine is optically inactive, does not redden phenol phthalein 
(being thus unlike atropine and hyoscyamine), but colours red litmus 
blue. It has a bitter taste, does not possess mydriatic properties, but 
produces a burning sensation when dropped into the eye. 

Belladonnlne, Cj7H2i02N, is isomeric with atropamine, and is 
formed by the treatment of the latter alkaloid with moderately con- 
centrated hydrochloric acid at 80° or wuth other acids or barium 
hydroxide. It is slated to be present in belladonna root in small 
amount and is generally found in the mother liquors of hyoscyamine 
and atropine. Belladonninc forms a varni.sh-Iike ma.ss, very sparingly 
soluble in water, but readily in alcohol, ether, chloroform and benzene. 

The salts are amorphous; B2,Il2BtCl„ and B,HAuri4 are yellow 
pulverulent precipitates quite insoluble in cold water. 

On hydrolysis it is decomposed into atropic acid and tropine in the 
same manner as its isomer atropamine. 

Hyosclne^ (/-scopolamine), Cj^HjjO^NjIIjO, occurs in small 
amounts, together with hyoscyamine and other alkaloids, in many 
solanaceous plants (see page 291). Schmidt and Kircher* have 
showm that the various species of Datura are peculiar in producing 
larger proportions of it than is the case with most other solanaceous 
plants. 

‘ Much confusion and controversy have arisen as to the rclalionship between, and tho 
identity of, the alkaloids hyoscinc* scopolamine and atrosi me, but there appears jfwd reason 
to believe that these names have been vanously applied to the bevorotatory and racenric 
forms of the same base, though recent work has shown that several optical isomers are 
possible. 

In Germany, where this subject has been chiefly investigated, the names lavo- and 
inactive-scopolamine have been more generally employed In England and the United 
States the term hyoscine is used in the respective pharmacopoeias to designate the Ifcvo- 
base, it is therefore adopted in this article but the name i-scopolamine has been retained for 
the inactive base. A more general adoption of the name atroscine for the latter would draw 
a Mrallel between hyoscyamine-atropine and hyoscine-atroscine. 

*Arck. Pharm., 1905, 243* 30J- 



300 


ATROPINE AND ITS ALLIES. 


“Amorphous hyoscyamine/^ formerly employed in medicine, 
appears to have consisted largely of hyoscine. WTien pure, however, 
hyosciiie may be crystallisctl as hydrate from water. 

Pure hyoscine crystallises in rhombohedral crystals with i mole- 
cule of water; it is readily soluble in water, alcohol, ether and diloro- 
form, and less readily in light petroleum and benzene. [a]jj— 28° in 
water. Like hyoscyamine it is an ester of /-tropic acid with an alcohol 
of a basic character, d'his !)ase, whicli has been named scopoline or 
osciiic, appears to be optically inactive as in the case of its analogue — 
tropine. liy tire action of alkalies or by direct heat hyoscine is 
racemised to / scopolamine. Hyoscine resembles atropine and 
hyoscyamine in its physiological action, producing more powerful, 
but less lasting, paralysing effect upon the peripheral nerve endings 
and depression of tlic motor area. It does not, however, stimulate 
the brain initially and is consequently employed by preference for 
cerebral affections; it is of great use in acute mania. 

Hyoscine hydrobromidey B,IIBr,3njO, forms colourless rhombic 
prisms, m. p. of the dried salt 192-194°, [a]^ (in water) —25.4°; the 
commercial salt generally contains 11-12% of water and is variable 
in its optical rotation owing to tlie presence of /-scopolamine. 
Hyoscine picrate forms slender matted needles, m. p. 180-181°. 
Hyosiine auricJiloride, B,HAuCl4, crystallises in yellow prisms, 
m. p. 198-200°. 

Hyoscine auribromide, IhHAuBr^, crystallises from hot water in 
brown prisms, m. p. 210°. 

i Scopolamine, atrosclne, Cj^Hj^NO^, is the optically inactive 
isomer of hyoscine (see footnote to page 299). It forms 2 crystalline 
lydrates: with 2II2O, m. p. 37-38°; with iHjO, m. p. 56-57°. The 
anhydrous base melts at 82-83°. It forms crystalline salts. 

i'^copolantine hydrohromidcy B,IIBr,3H30, cry’stallises in rhombic 
tables, m. p. 181°. 

• i'Scopolamine hydriodide, B III,tIl20, m.*p. 192°. 
i Scopolamine picraic forms slender matted needles, m. p. 193°. 
i-Scopolamine aurichloridc, B.HAuCl^, m. p. 208°. 
i-Scopolamine methobromide forms white needles, m. p. 216-217°. 
Mandragorine, TisHj^OjN, is a distinctive alkaloid which occurs 
in Mandragora vernalis along with hyoscyamine, pseudo-hyoscyamine 
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and hyosdne. It has been characlcriscd by llcsse^ as a brownish oil 
forming a crystalline auric/iloride, m. p. 124-126® On hydrolysis it 
yields atropic acid and a new base which hiilicrlo has not been 
characterised. 

Meteloidine,^ CJ3H21O4N, is a crystalline alkaloid occurring together 
with atropine and hyoscine in Datura mctelohie^. It forms tabular 
needles, m. p. 141-142®, readily soluble in alcohol, acetone or chloro- 
form and somewhat sparingly .so in water or ether. It forms a crystal- 
line hydrobromide, B,IIBr,2ll20, m. p. 250®, and an aurichloridc, 
BjHAuCl^.UI.O, m. p. 149-150®. On hydrolysis it yields tiglic 
acid and teloidine. 


ARTIFICIAL TROPEINES. 

It has already l)ccn stated tliat atropine and atroj>amine may be 
syndiesised by the interaction of tropine and the respective acid — 
tropic or atropic. Ladenburg^ and later I’etit and Bolonovsky,^ 
Merck, Jowett® and many otlicrs have prepared a large }iuml>er of 
esters of tropine witii various organic acids, giving rise to an extensive 
scries of tropeincs. Many of these tropeincs possess mydriatic pro[>er- 
des, and one of them — homatropinc — is widely emjdoyed in oj)hthal- 
mi<; surgery; others are quite devoid of mydriatic action. 

It was at one lime held tliat for a tropeine to have mydriatic proper- 
ties, it must contain a benzene residue and an ali|)hatic hydroxyl in the 
side chain containing the (arhoxyl group. This generalisation, the 
origin of which has been incorrectly ascribe*! to LaeJenburg, has been 
shgwn to be inaccurate.' 

A few of the more interesting artificial tropeincs are enumerated 
below: 

Benzoyl tropeine, ('JI^('()f).(\lli,\, m p. 42®, 

Salicyl tropeine, CJIdOlI) ('()() (\1L,X, m p 5H-60®, and 
Clnnamyl tropeine, CgHjCH^-f'in'oo.CJlj.X, m. p. 3^-37°, 
are all crystalline bases having poisonou^^ properties but possessing 
little or no mydriatic action. 

V- •P*' Chem ,1901 [i’ll, 64, 274 

*Pynian and Reynolds. 1 rans., 1908, 93, 3077. 

Ber . 1880, 13, 106, 1080, 1883, 15, 1025 

♦y. Pharm , 1894 [t;], 28, '129 

* Ber u d Jahr , 1894, 7 

# Trans , 1906, 89, 357 , 1907, 9 ir 92 

r Joweit and Pyman, Trans , 1909, 95, 1020. 
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Atrolactyl tropcine, C(Cn3)(OH)- COO- CgHi4N, m. p. 

74-75°, 

Atroglyceryl tropclnc, CflH 5 ~C(CH 20 H)( 0 H).C 00 C 8 H, 4 N, 
m. p. 124-125°, have well-marketl mydriatic properties, but are inferior 
ill this respect to homatropine. 

Homatropine, mandelyl tropeine, C8ll5CH(OH).COO— CgHj4N, 
is a lower homologue of atropine in which the — CH2OH group is 
replaced by - OIL It is prepared by passing hydrogen chloride gas 
for 3-4 hours through a mixture of 7 parts of tropinc, 10 parts of 
mandelic acid, and 2 parts of water. Mandelic acid itself is pro- 
duced by the action of hydrochloric acid on amygdalin, the glucoside 
of almonds. It is the lower homologue of tropic acid and has the 
constitution of a phenyl-glycollic acid: 


/OOIL 

c,n,cu( 

OH. 

Mandelic acid. 


COOH. 

c,n,ciK 

CH2OH. 

Tropic acid. 


Homatropine crystallises from dry ether in prisms, m. p. 99-100°. 
It is sparingly soluble in water but freely in ether and chloroform. It 
is also soluble in castor and olive oils, and such solutions are employed 
in ophthalmic surgery for instilling into the eye. 

Homatropine behaves like atropine with Gerrard’s test; but with 
Vitali’s test (page 306) it yields a yellow instead of a violet colouration. 
With picric acid it yields a yellow precipitate which soon becomes 
crystalline. 

Homatropine resembles atropine and hyoscyamine in its general 
physiological effects, but is much less toxic and in small doses is a true 
hypnotic. It has a powerful mydriatic effect which is produced and 
passes off more rapidly than is the case with the natural tropeines. 

Homatropine hydrobromide, B,HBr, crystallises in non-deliques- 
cent flat rhombic prisms or plates which form wart-like aggregations, 
m. p. 212-214°. 

Hlomatropine hydrochloride, B,HC 1 , formS small prismatic crystals, 
m. p. 219-227°. 

Homatropine mlphak, B2,H2S04, crystallises in silky needles, 
m. p. 222-226°. 

Homatropine aurichloride, B,HAuCl4, forms yellow prisms, slightly 
soluble in water; it is precipitated first as an oil, subsequently be- 
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coming crystalline, when gold chloride is added to a solution of tlic 
hydrochloride. 

Homatropine mcthohromidey B,MeBr, forms glistening crystals, 
m. p. 192-196°. 

DETECTION AND ESTIMATION OF TROPEINES. 

Atropine and the allied bases present a close general resemblance 
alike in their physical, physiological and cliemical characters. The 
following table shows the principal distinctions between the 3 most 
important alkaloids of this group. 



Atropine j 

Hyoscyamine j 

j Hyoscine 

Appearance . . 

Lustrous needles or 
acicular pnsms 

Slender radiating nee- 
dles or crystalline 
powder 

Oily, or rhombohed- 
ral nydrateti crystals 

M p 

1 117 - 1 . 8 " i 

107° 

56-57° 

Specific rotatory 
power 

Inactive 

[a ]-. -33 in 50% ethyl 
^ alcohol. 

[a]j^ -38° in water 

Characters of aun- 
chlondc. 

Precipitates as an oil 
which crystalli.scs. 

M p 137-130° 
Melts in boiling 
water 

Precipitates in crys- 
t.als M p 165° : 
Docs not melt in ; 
boiling water 

Yellow pnsms, m. p. 
198-300° 

Does not melt in 
boiling water 

Aunbromides 

Chocolate coloured 
pnsms, m p of an- 
hydrous salt 130 ° 

Deep red coloured 
needles M p of an- 
hydrous salt i6o° 

Chocolate coloured 
pnsms, m p 310°. 

Platinichlondes 

M. p 107 - 300 ° 

i M p 3 o 6 * 

Amorphous 

Picrates. , 

j Rectangular plates, 

1 ni p 175-.76* 

1 

Crusts of needles, m 
p i6«(° or quadran- 
gular plates. 

Slender matted nee- 
dles, m. p 180-181°. 

1 

Basic product of hy- 
drolysis. 

Tropine, m p , 63°. 
b p 313“ 

Tropine, m. p. 63°; 
b p 233°. 

1 — 

1 Scopoline. m p , 109- 
1 1 10°, b. p , 341-343°. 


The reactions of these alkaloids with gold salts and with picric acid 
form the best distinctions between them. Atropine aurichloride is 
thrown down from dilute solutions as an amorphous or oily precipi- 
tate which gradually becomes crystalline. Under the microscope it 
appears in rosettes and’ other characteristic forms. It melts under 
hot water, and is deposited from its solution in boiling water acidified 
with hydrochloric acid, as minute crystals, which are lustreless after 
drying and melt at 137-139°. Hyoscyamine aurichloride is precipi- 
tated in brilliant, irregular, golden-yellow scales, appearing under 
the microscope in quadratic forms. It retains its lustre when dry, 
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and melts at 165*^. Ilyoscine aurichloride crystallises in yellow 
prisms whicJi melt at 19^200^^, and are less soluble and less lustrous 
than tlic hyoscyamine salt. Homatropine aurichloride is at first 
oily, but soon crystallises in prismatic forms. 

l.adenbur^^ employs the aurichlorides to separate the tropeines from 
each other, d'he atropine salt is the least soluble, and in fractional 
prcLipitation is thrown down first, while the hyoscyamine salt is the 
most readily soluble, 'bhe alkaloids may be recovered by decomposing 
the aurichlorides with hydrogen sulphide, adding ammonia to the 
filtrate, and agitating with chloroform or ether. 

The foregoing properties :ind reactions are almost the only ones 
alTording fairly sharp distinctions between atropine and its allies. 
T'he following reactions are (when not otherwise stated) common to 
tile 3 bases, and <lisiinguish them from other alkaloids. 

a. Hy far the most delicate test for the tropeines and scopoleines is 
their pow(T of producing mydri.isis or dilation of the pupil of the eye. 
Dilation from the ap[)lication of a solution weaker than i in 500 causes 
little inconvi'nience to the human eye, but solutions far weaker produce 
the elTect (}uite distinctly, and even powerfully. The eye of a young cat, 
dog, or rabbit may beemfdoyed for this purpose. In making such an 
experiment, an aqueous solution must be prejiared either of the free alka- 
loid or of its sulphate or aedate. 'I'he solutions should be neutral or only 
feebly alkaline, not strongly contaminated even with neutral salts, and 
not alcoholic. A drop or two of such a solution is placed by means of 
a pipette or glass rod on one of the eyes, and the .size of the pupil com- 
pared with that of the other jnipil from time to time. A solution 
1:40,000 produces an efTect within t hour. E. R. Squibb {Ephv~ 
merhy 2, 855) states that ilistinct mydriasis is produced by a solution of 
0.000000427 grin, of atro])ine sulphate in less than an hour. Dogs 
and cats are more sensitive to mydriasis than man and may seiA^e well 
for the test. Such an intense efTect is quite peculiar to the tropeines 
and scopoleines (hyoscine is even more powerfully mydriatic), but 
more or less dilation of the pupil is also produced by cocaine and 
prejiarations of hemlock (coniine) and digitalis. Aconitine has a 
variable etTect and nicotine is said first to dilate and then to contract the 
pupil. Certain ptomaines exert a mydriatic efTect. 

b. Free atropine, as obtained by evaporating its chloroform or 
ethereal solution (after liberation of the alkaloid from one of its salts 
by ammonia), gives a red colour with phenol phthalein. This reaction 
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is common to hyoscyaminc and hyoscine, and is also produced hy 
the artificial base homatropine, but is not given by any other alkaloid 
in common use (except, according to Plugge, the volatile bases coniine 
and nicotine). Fluckiger,^ who first observed the peculiar behaviour 
of the tropeines with phenolphthalein, recommends that a minute 
quantity of the alkaloid to be tested should be placed on phenolphlha- 
lein paper, which is then wetted with strong alcohol. No colouration 
will be produced at first, but on allowing the alcohol to evaporate, and 
touching the alkaloid with a drop of water, a brilliant red colouration 
will appear. On adding alcohol the colour is destroyed, but aj)pears 
again as the alcohol evaporates.^ 

c. When a solution of mercuric chloride in 50% alcohol is cautiously 
added to free atropine (as obtained by evaporation of a chloroform 
solution after liberation of the alkaloi<l by ammonia, avoiding e.\C(‘ss), 
a red precipitate is j)roduced. A. W. (ierrard,^ who first described 
this reaction, states that the precijiilate consists of mercuric oxide 
(uith a trace of mercurous oxide), and expresses the action by the 
following C(jualion: 2(\7n2-,03N f-IIgCU l-ITjO ^HgO f- 2( ,71123- 
03N,HCI. The atropine hydrochloride reacts w’ith an additional 
quantity of mercuric chloride to form the double chloride B,1I( l,2Hg- 
CI2, which separates in cry.stalline tufts wdien the liciuid is allowed to 
stand for a fewv hours. In a later jiapcr^ (lerrard modified and 
more precisely defined the method of making the test as follows: 
o I grain of the free alkaloid (extracted from a salt by ammonia and 
chloroform) is placed on a w'atch glass or in a test*tube, and 20 minims 
of a 2^ 0 solution of mercuric chloride in proof-spirit gradually added. 
A red colouration is yielded at once by atropine, llyoscyamine at 
first becomes yellow, then darkens a little, and finally, on heating, a 
well-marked red precipitate is formed. If a large excess of hyoscya- 
mine be used, merely a yellow’ precipitate is formecl, while with a large 
excess of the reagent no precipitation occurs. Homatropine also 
yields a red precipitate under the conditions of the test; but hyoscine 
gives neither a red nor a yellow colouration or precipitate, and hence 
is sharply distinguished from the others, (lerrard found no red or 
yellow precipitate to be produced by str^'chnine, brucine, morphine, 
codeine, veratrine, aconitine, coniine, gelseminc, caffeine, cinchonine^ 

*4hj3 t^ha^ouMs^pccufiar.^ Alkali hydroxides react perfectly with phenolphthalein 
in alcoholic solution 

» Pharm. J , 1884 [iiil, 14, 718 

* Pharm J., 1891 ImJ, 2I, 898. 

VOL. VI.--20 
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cinchonidine, quinine or quinidine; though most of these substances 
gave white precipitates which, in the cases of codeine and morphine, 
became pale yellow on heating. This behaviour has been confirmed 
by Schweissingcr/ who also states that with mercuric chloride cocaine 
gives a white precipitate (only appearing in strong solutions and 
soluble on warming), while strychnine, caffeine, and sparteine are 
stated to yield no reaction. Schweissinger suggests that the test might 
be made quantitative for atropine by determining the mercuric oxide 
precipitated; })ut this would only be possible in the absence of alkaloids, 
glucosides, or other substances giving precipitates of any kind with 
mercuric chloride. 'I'he value of Gerrard’s test has also been con- 
firmed by Fluckiger,- who found cocaine to give a pure white precipi- 
tate which very soon turned red. 

d. Gerrar(F has also observed the liberation of mercurous oxide 
from calomel and other mercurous salts by the action of atropine. If 
atropine be dissolved in alcohol and 4 volumes of water added, the 
solution will immediately precipitate black mercurous oxide from a 
solution of mcrcuous nitrate free from excess of acid. This is best 
prepared by adding sodium hydroxide, drop by drop, to a solution of 
mercurous nitrate until a slight permanent precipitate is produced, 
and then filtering. 


e. 1 ). Vitali' has observed that if a minute quantity of solid atropine 
be treated with a drop of fuming nitric acid, the liquid evaporated at 
100® and the residue when cool touched with a drop of freshly pre- 
pared solution of potassium hydroxide in absolute alcohol, a mag- 
nificent violet colouration is produced, which slowly changes to dark 
red and ultimately disappears, but can be reproduced by adding more 
alcoholic potassium hydroxide. The violet colouration is almost 
peculiar to atropine, hyoscyamine and hyoscine, and is said to be pro- 
duced by 0.0001 mgrm. of the alkaloid. Out of 60 alkaloids examined, 
no other was found to give a violet colouration. The colouration is not 
produced if acpieous potassium hydroxide be substituted for the alco- 


holic solution. Stiyxhnine gives a yellow passing into a reddish-violet 
colour, brucine a greenish, and homatropine a yellow colour when 
similarly treated. Arnold* modifies the test by moistening the alkaloid 
with strong, cold sulphuric acid, and then adding a fragment of sodium 
! • *884 [tHl aa, 827. 

tpharm.J , 1886 [uij. 16, 601 
» P ^ rm . L , 1886 lull. 16, 762. 

l“‘l. 4S9. 

•Arcfc. Pkarm , 1883, ao, 564. 
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nitrite. With atropine a yellow colour is produced which, on applying 
alcoholic potassium hydroxide, changes to a ^eddi^h-violet and then to 
pale rose. Strychnine, veratrine and pscudaconitine give somewhat 
similar colours, and homatropinc behaves like atropine. Alkaloids 
which yield strong colourations before the application of the alcoholic 
potassium hydroxide (e. g., morphine, narcotine, narceine) render the 
test inapplicable. Fluckiger^ recommends that 0.001 grm. of atropine 
and about the same quantity of sodium nitrate should be rubbed together 
with a glass rod, the end of which lias been moistened with a very little 
concentrated sulphuric acid. A saturated solution of sodium hydrox- 
ide in absolute alcohol is then added drop by <lrop; when in presence 
of atropine a red or violet colour will be produced. When sodium 
nitrite is substituted for the nitrate in the above test, an orange mixture 
is obtained, which, on dilution with a strong aqueous solution of 
sodium hydroxide, turns in succession to red, violet and lilac. 

E. Beckmann" has pointed out that veratrine behaves somewhat 
similarly to atropine with Vitali’s test, but states that with nitrous acid 
or a nitrite instcacl of a nitric acid, and aqueous instead of alcoholic 
potassium hydroxide, atropine gives a reddish-violet colouration and 
veratrine a yellow one. 

f. When atropine is heated to the b. p. with a mixture of equal 
volumes of glacial acetic and strong sulphuric acids, no colouration 
is at first produced; but after a time the liquid exhibits a well marked 
yellowish or brownish-green Huorescence. After cooling, the liquid 
has a pleasant aromatic odour in arldition to that of acetic acid. The 
behaviour of other tropeines with this lest, which is due to E. Beck- 
mann, does not appear to have been recorded. Veratrine gives a simi- 
lar brownish lluorescent liquid, but during the previous heating the 
solution acquires an intense cherry-red colour. 

g. If a small quantity of atropine be evaporated with sulphuric 
acid and gently heated it gives a pleasant odour resembling orange- 
flower, which changes to that of hawthorn or bitter almonds when a 
crystal of potassium dichromate or permanganate is added. 

h. ^ saturated solution of bromine in hydrobromic acid gives w'ith 
atropine, hyoscyamine and their salts, even in very dilute solutions 
(i: 10,000), a yellow amorphous precipitate which in a short time 
becomes crystalline. The precipitate from somewhat strong solutions 
of the alkaloid disappears after a time, but is immediately reproduced 

* Pharm J., 1886 [«t], 16, 601. 

*Arch. Pharm., 1886 {»♦*!. 24 t 481. 
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on adding more of the reagent. The precipitate is insoluble in acetic 
acid, and only very sparingly soluble in a large excess of the mineral 
acids or fixed alkali hydroxides. It is even produced from a solution 
of atropine in concentrated sulphuric acid. The microscopic appear- 
ance of the precipitate exhibits under a magnifying power of 75 to 125 
diameters bunches of needles or lanceolate, leaf-like crystals, grouped 
together like the petals of a flower. These forms may be obtained by 
the spontaneous evaporation of a drop of liquid containing only 
1/25,000 grain of atropine. If not produced, a drop of water should 
be added and evaporation repeated. T. G. Wormley, who is the 
observer of the reaction, finds that most alkaloids give amorphous 
yellow precipitates with the reagent, but he considers the formation of 
crystals (juile charat teristic of atropine or hyoscyamine. lie points 
out, however, that when the reagent is added to a syrupy solution of 
hyoscine, reddish-yellow globules result, which crystallise later, but 
that no crystals are formed in solutions of i.loo or of greater dilution. 
(Afurr. J. riiarw., iH(h, 66, 513). 

These statements ref[uire modification. Hyoscine and /-scopolam- 
ine give with Wormley’s reagent, tabular crystals often arranged in 
leaf like rosettes, even in dilutions of 1-2,000; and crystals are also given 
l)y hornatropiiu: and calTeine. Excepting at great dilutions the freshly 
formed precipitate obtained with atropine hyoscyamine, hyoscine or 
/-scopolamine is amorphous but rapidly crystallises, especially if 
stirred with a glass rod, that obtained \\ith hyoscine or /-scopolam- 
ine, however, usually takes a few seconds longer to crystallise, but 
the dilTerence in the time taken cannot be utilised as a means of 
identilicalion. 

This lest cannot, therefore, as has been stated, be relied upon to 
distinguish hyoscine from other vegetable mydriatic alkaloids. 

'I'he most characteristic ililTerences between the precipitates obtained 
with hyoscine, atropine and hyoscyamine lie in their solubilities, that 
of hyoscine being the greatest — only a slight cloudiness is produced in 
solutions of 1:5,000, whereas atropine and hyoscyamine give a distinct 
precipitate in solutions of 1:10,000. ^ 

In the case of II. II, Crippen, who was charged with the murder of 
his wife in London, and convicted in October, 1910, evidence as to the 
finding 2/ 5-grain of hyoscine hydrobromide in the body was submitted. 
The identification of the alkaloid depended upon the following facts: 
I. The alkaloid produced mydriasis. 2. It gave the Vitali test and 
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was hence a vegetable mydriatic alkaloid. 3. The alkaloid was 
gummy and did not crystallise. 4. With the Wormley lest gummy 
spheres and no crystals were obtained. 

The fact that gummy spheres were obtained with the Wormley test 
was mainly depended upon to distinguish hyoscine from other vege- 
table mydriatic alkaloids. 

i. Marm^’s reagent, made by dissolving 10 grm. of potassium 
iodide and 5 grm. cadmium sulphide in 100 c.c. of water, gives char 
acteristic crystalline compounds with hyoscyamine and atropine when 
added drop by drop to solutions of the alkaloids in dilute sulphuric 
acid. The crystalline forms of the hyoscyamine and atropine com 
pounds arc quite distinctive. 

j. Mayer’s reagent, pot assio iodide of bismuth, phosphomolybdic 
and phosphotungstic acid precipitate atropine hyoscyamine and the 
allied alkaloids from somewhat dilute solutions, and may l^e of servite 
for separating traces of them from other organic matter. 

'Fhe reactions of atropine; and its isomers with other reagents are 
not characteristic, l^otassinm thiocyanate*, ferrocyanide, ferricyanide 
anel chromate fail to prc'cipitate even'concentrated solutions of these 
alkaloiels. 

In testing substances suspecteel of cemtaining these alkaloids it she)ulel 
be l)orne in mind that atroj)ine and its allies are not removeel from 
acidilieei solutions by agitation with immistiblc sohents. From seelu- 
tions rendered alkaline by ammonia or an exeess of alkali metal car- 
bonate, they are reaelily and completely extracted by chlore)form, anel 
with less facility by ether. The se[)arated solution may be evaporated, 
and the residue dried without loss at 100^, I'hc bases thus isolated 
are distinguished from all other well-known alkaloiels by their power of 
producing mydriasis, rceldening phenedphthalein (Itxsl bj, anel (with 
the exception of hyoscine) giving a red precipitate when warmeel with 
an alcoholic solution of mercuric chloride (test c). Nevertheless, 
where sufficient material is available the m. p. and crystalline form of 
the alkaloids and the aurichlorieles, auribromides and picrates alTord 
the most satisfactory and conclusive evidence as to their identity. 

TOXICOLOGICAL DETECTION OF ATROPINE AND 
ITS ALLIES. 

Atropine, hyoscyamine and hyoscine are all highly poisonous. 
Cases of poisoning by the pure alkaloids are rare, but both criminal 
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and accidental poisoning by the plants of which they are the active 
principles have been frequent; and, in India, poisoning by various 
species of datura is very common and has achieved the position of a 
profession. 

The symptoms of poisoning by atropine and its allies are thus 
described by A. Swaine Taylor: Heat and dryness of the mouth and 
throat, nausea, vomiting, giddiness, indistinct or double vision, delirium, 
great excitement and restlessness, convulsions followed by drowsiness, 
stupor, and lethargy. ^ The pupils are much dilated and the eyes insen- 
sible to light. Occasionally the pupils are contracted during sleep, 
although dilated in the waking state. The symptoms often come on 
very soon after taking the poison, while recovery may be delayed for 
several days or even a week. I'hc symptoms of poisoning by datura 
arc very similar to those produced by belladonna and hyoscyamus, 
but more severe. Ringing in the ears, diymess of the throat, and 
flushed face are early symptoms. Delirium of a violent kind, with 
spectral illusions, come on rapidly and the pupils are widely dilated. 
There is often paralysis of the lower extremities. 

The postmortem indications of fwisoning by atropine and its 
isomers are not characteristic, except that the pupils are dilated. The 
brain and its membranes are found congested. Where solid parts of 
a solanaceous plant have been eaten the fragments may often be 
found in the stomach, and identified by their botanical and microscopic 
characters. 

In the case of a child who died of atropine poisoning Solstein^ was 
unable to detect the alkaloid in the liver, kidneys or viscera, but ob- 
tained a trace from the urine which gave a good mydriatic effect but 
no reaction with Vitali’s test. 

The detection of atropine and its isomers in cases of poisoning may 
be effected by the Stas-Otto process. Heating with alkalies or mineral 
acids must be avoided, or the alkaloid may undergo hydrolysis (page 
291). Hence tartaric or acetic acid should be used to acidify the 
matters to be examined. Ammonia or a carbonate of an alkali-metal 
should be used to liberate the alkaloid, and ether or (preferably) 
chloroform employed for its extraction. 

In extracting animal matter suspected of containing these alkaloids, 

'The eymptoma of atropine poisoning, especially in children, are not unlike those of 
•carlet fever. Some cases resemble rabies, and the garrulous delinum and hallucinations 
of an adult are very similar to those of delirium tremens. 
dfftnl. l.Chitm., 1897,3, 'iS- 
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it has been recommended that they shouhi be acidified with tartaric 
acid, dried and extracted with chloroform. The most suitable tests 
for the recognition of atropine and its allies are detailed above 
(page 304). 

Atropine docs not appear to siiiTer rapid change in the body after 
death. It has been detected after a consitlerable interval of time. 
Ptomaines have been found which exert mydriatic action. 

PLANTS YIELDING MYDRIATIC ALKALOIDS. 

Atropa hclladonnay or deadly nightshade, ‘ ScopoUa camioUcat 
Hyosevatmis uiger, or henbane,^ JI ycncyanius muticus and Datura 
Stramonium or thorn-apple,® are the chief sources of the tropeines; but 
these or similar alkaloids are found in a number of allied species. A 
minute proportion of hyoscyaminc has been found in lettuce by 1 . S. 
Dymond,* and Wright® states that Laciuca muralis contains a minute 
proportion of a mydriatic alkaloid. 


In addition to the alkaloids, which arc probably in combination 
with malic acid, belladonna root contains cellulose, starch, sugar, 
inulin, asparagin, fatty matter, a fluorescent substance® and a red 
colouring matter called atrosin, which is also found in considerable 
quantity in the berries. The proportion of starch in young belladonna 
roots is considerable, but it is present only to a limited extent in older 
and more woody roots, and, according to W. Merz, is almost entirely 
absent during summer. The following analyses of air-dry belladonna 
roots are due to E. M. Holmes: 


* French, la Belladone. la Morellc funcusc; Tollkirschc, Wolfskirsche, Tollkraut. 

* French, ia Jusquiame, German, Bilscnkraut. 

> French, Stramoine, German, Stcchapfcl. 

* Proc , 1891. 6, 165 

«TheXi(/resccnt’sut)s^nce contained in belladonna root, and 
and stalk is caUed by H. Kunz {Arch. Pharm . »»85 [*«!•,”» 7’"^ 

is said to have the formula CuHioOs H. P^hkis {Arch. / harm., 1885 l*jd' V „ 
1A TKcl has isolated what is apparently the same substance from the bem^ ol npe 
yStdSkni^ind Jenb^ He considers it identical with the scopo- 

l«»tin obtained by Eykman from Scopolia japonica It forms pale yellow rhomb^ if 

n«di« m ? subhmmg witUut dc«.mp«.it.o„ when ^rofiUly ‘ 

diasolvca in about 80 parts of hot water, more spannalv in cold water and ethw, ^ut read^y 

The adds’^^Sr^ ddoridt g^S^nlm^ald -green colouration 

to bto^-rSl bi; ammonia. (Th.. reaction resemble, that of acKulin, otmerved by 

®“KunT“l2«d chry«tn>pic acid by treating ‘he entrant 

agitating arith ether. On evaporating the ether, and amhing the 

cold ether, chryaatropic acid remain^, while leuco- tropic acid, CitHiiOi, disso 

latter is a bitter substance, crystallising in microscopic prisms, m. p. 74 • 
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Moisture 

j Woody roots 

% 

7.94 

1 Soft roots 

% 

10.28 

Soluble ash 

3-41 

3 . 30 

Insoluble ash ... 

4 60 

3 68 

Alcoholic extract 

aa.SJ 

29 87 

Aqueous extract ... . 

15.96 

10.50 


Helladonna leaves contain cellulose, chlorophyll, alkaloidal salts, 
fatty and resinous matters, etc. Choline is present, and, according to 
Biltz, asparagin sometimes crystallises from the extract after long 
keeping, but the crystals observed by Attficld consisted of potassium 
nitrate and chloride. By dialysis, Attfield isolated potassium nitrate 
and .s(|uare prisms of an organic salt of magnesium. Kunz found 
of succinic acid in an extract prepared from the herbaceous parts 
of belladonna. Fluckiger found the ash of dry belladonna leaves to 
amount to i4-5% and to consist chiefly of the carbonates of calcium 
and the alkali-metals. 

With regard to the alkaloids of belladonna; they consist principally 
of hyoscyaminc and atropine, though a small proj)ortion of hyoscine 
is also present. Since hyoscyamine is readily converted to atropine 
in the process of e.vtraction, no great reliance can be plac(‘d on tlie 
statements made by earlier workers as to the proportions of these two 
alkaloids present in different parts of the plant and at different seasons; 
but a large proportion of hyoscyamine occurs in all cases. Schutte* 
has shown that young roots contain only hyoscyaminc and older ones 
a small proportion of atropine. 

As the result of published investigations it may be concluded that 
belladonna roots and leaves of average quality contain 0 . 4 % total 
alkaloid. 

1 he following figures give the percentages observed in the dried 
roots and leaves by various workers: 


PtTcrntaRe of total alkaloid 


Dritd Roots. 

Lyons . 

Kordes 
Gerrard 
Bryant . 

Keller. . . 

Gadd .. 

Caesar and Loretz 
Barclay . . 

Farr and Wright . . 
Carr and Reynolds 


From 0.43 to o 86 
From 0,64 
From 0.21 0.45 

From o 53 

, From 0.66 067 

' From 0.28 0.63 

From 0.51 0.86 

. j From o 45 0.46 

. From 0.31 0.64 

. J From 0.29 055 


* Arch. Pharm., 1893, 339, 493. 
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Percentage of total alkaloid 


Dried Leaves. 

Lefort 

Dragendorf. 

Schmidt. 

Lyons . 

Gerrard . 

Kordes 

Gunther 

Farr and WriRht 
Beckurts 

Carr and Reynolds 


I From 0 . 4 1 6 
j From o ^6 
I f From o 16 Cultivated, 
j \ From o 40 Wild 
' From 0 . 2 % to 0.87 
F roni 0 2 2 0.58 

From o 64 
From o 84 
From o ss 
From 02 06 

From 02 % 1.08 


According to the results of certain investigators the plant produces 
more alkaloid under cultivation than when wild, hut just the reverse 
has been oliserved by others. I'hese discre])ant results arc no doubt 
explained by the obser\ations of reet'iU workers that ditTerent seasonal 
conditions, differences of soil and the dilTerent ages of the plant con- 
siderably modify the amount of alkaloid contained in it. J. Rippetoe‘ 
has shown that the dried leaves of first and scfond year’s plants con- 
tained respectively 0.32^', and 0.68'^ i'. ('arr and Reynolds^ have 
shown that dried leaves and stems grown on th(‘ same plot in 3 success- 
ive years contained o 38'^’?, 0.66*^/^, and o 3^^^ Chevalier^ has shown 
that nitrogenous manures have tlie effect of increasing the percentage 
of total alkaloids while other manures have very little ciTect. 

J. Henderson^ has observed that imported roots often contain very 
small percentages of alkaloid and that handsome starchy roots arc 
frequently deficient in alkaloid. 

Gunther found that the dried fruit contained 0.82% of alkaloid, 
while the unripe fruit contained rather more, viz. 0.95%; and this obser- 
vation has been confirmed by Williams.'* 

Both the leaves and roots of Phytolacca dccandra have been employed 
in adulterating belladonna, w'hich they superficially resemble. Accord- 
ing to Holmes the leaves are to be recogni.sed by their upper surface 
being without hairs, the epidermal cells being polygonal and the stomata 
elliptical; whereas beUadonna leaves have hairs on the upper surface, 
irregular epidermal cells and round stomata. The roots resemble 
belladonna in colour and in appearance but are readily distinguished 
from the latter by their concentric rings of woody tissue and by 

^Amtr.J. Pharm., 1907. 79. 593 - 

* Pharm, J., 1908, 80, 54a 

*Compt. Rend , 1910, 150, 344 

* Pharm J , 1905, 75 . *9J 

* Pharm. J.. 1909. 83, 493. 
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separation of these rings into fibrous lamince when the root is broken. 
No standard of alkaloidal content for belladonna leaves or root is 
imposed by the British Pharmacopma, but that of the United States 
imposes one for both the dried leaves and roots. The German and 
Swiss Pharmacoptvias require wild plants only to be employed. In 
both the British and United States Pharmacopirias galenical prepara- 
tions are standardised. 

'rhe following table summarises the standards adopted by these two 
pharmacopa'ias. 


Oalt'nical [ircparalion 

j BP, 1898 

Total iilkaloid 

j U. S P., 8th rev. 

iJelladonna It-avcs 

^ No standard 

..1 0 

Holladonna Iruvrs, I'Xtruet of 


I A'Ii 

Uellndonnii Iruvra, ttucturr of 
Hoiluclonna leavt-s, green ext 

No stnnd.iid 

0 03 5 % w/v. 

helladonnu root 

No standard 

• 0 - 45 ''c- 

Helladonna root, hq extract oi 

0 7 S'y W/V 

0 w/v 

0.4% w/v 

Belladonna root, tincture 


Belladonna root, alcoholic ext 

1 0' 


Belladonna plaster 

Belladonna liniment 

0 5 Vo 

o. 4 ‘/<; 

0 w/\ 

0 j8% (about) 


The green extract of the British Pharmacopaia contains on an 
average i% of total alkaloid, but has been shown to vary' very con- 
siderably. Naylor and Bryant found as little as 0.55% in one sample 
and as much as 1.80% in another. 

For the assay of belladonna root, Dunstan and Ransom^ recom- 
mend extraction in the following manner: 20 grm. of the dry and finely- 
powdered root are extracted by hot percolation with a mixture of equal 
volumes of chloroform and absolute alcohol. If an extraction 
apparatus be used about 60 c.c. of the mixture will be required. The 
solution is agitated with 2 successive quantities of 25 c.c. of distilled 
water, adding a small quantity of dilute sulphuric acid. The separa- 
tion of the aqueous liquid from the chloroform occurs promptly and 
completely on warming the liquid slightly. The chloroform retains 
nearly the whole of the colouring-matter, while the alcohol and alka- 
loids, (as salts) pass into the water. The aqueftus layer is separated, 
and agitated once with chloroform to remove the last traces of colouring 
matter; after which it is rendered alkaline with ammonia, and agitated 
twice with chloroform, using 25 c.c. each time, to extract the alkaloid. 
The separated chloroform is agitated once with water rendered faintly 

^Pkarm./., 1884 [ill], 14, 633. 
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alkaline with ammonia, and then evaporated, the residue being dried 
at 100° till constant in weight. The alkaloid thus isolated is obtained 
as a perfectly transparent fused mass. 

Alcohol alone may be used for the extraction, but dissolves more 
extractive which impedes the subsequent extraction with chloroform. 

A modification of this method may also be used for the assay of ga- 
lenical preparations of belladonna. The method of procedure should 
be as follows: a quantity of the preparation equivalent to about 20 grm. 
of the root or leaves is employed (i. e., 10 grm. of soft extract, 15 c.c. 
of liquid extract and 200 c.c. of tincture), lo the soft extract 10 c.c. 
of water are added, the tincture is gently concentrated to about 20 c.c. 
and the liquid extract may be taken as it is. After transferring to a 
separating funnel, a small, though a decided, excess of dilute ammonia 
solution is added, tlien 30 c.c. of chloroform, and after shaking and 
separating it is again extracted with 2 successive quantities of 20 
c.c. of chloroform. If much trouble with emulsification is encountered 
it may be necessary to add a little alcohol and to give it further shakings 
with chloroform. The alkaloid contained in the mixed chloroform 
solution is extracted by shaking with 20 c.c. of 2% sulphuric acid 
and separating and again rinsing twice with water. The acid solution 
is now rendered alkaline with ammonia and completely extracted with 
chloroform, and the chloroformic extract, after rinsing, is evaporated, 
dried and weighed; it should be crystalline. It is then dissolved in 
iV/io sulphuric acid and titrated back with iV/ 100 sodium carbonate, 
using haemato.xylin or cochineal as indicator. 

Belladonna plaster, British Pharmacopeia y is prepared from 
the “liquid extract of the root and contains lead oleate, soap, resin 
and other ingredients, which render the assay somewhat troublesome 
to carry out. The following process, based on that recommended by 
Bird,' obviates these difficulties: 15 grm. of the plaster are dissolved 
with gentle heat in a mixture of 35 c.c. of chloroform and 5 c.c. of 
glacial acetic acid; 70 c.c. of 4% sulphuric acid are added and the 
mixture warmed and stirred. It is filtered under pressure and the 
cake of lead sulphate disintegrated and warmed with a mixture pf 
chloroform 10 c.c. and 4% sulphuric acid 10 c.c. and again filtered; 
the chloroform layer is separated from the mixed filtrates and washed 
twice with 5 c.c. of 4% sulphuric acid. The mixed aqueous portions 
are then rendered alkaline with ammonia and extracted with chloro- 


^Analyst, 1899* 24 * < 7 S- 



3i6 


ATROPINE AND ITS ALLIES. 


form and again shaken into acid and back into chloroform, proceeding 
as in the assay of other belladonna preparations. 

Belladonna plaster, United Stales Phartnacopceia, is prepared 
from extract of belladonna leavx*s and contains rubber, hard paraffin 
and lead oleate. The method of assay laid down by the United 
Stales Pharmacopceia is shortly as follows: 

10 grm. of the plaster, 50 c.c. of chloroform and 3 c.c. ammonia 
water are macerated together, the liquid is poured off and the cloth 
washed with a mixture of 25 c.c. of chloroform and i c.c. of ammonia 
solution, this operation being repeated if necessary. The cloth is 
dried and weighed and this weight deducted from that originally taken. 
To the chloroform solution four-fifths of its volume of 95% alcohol is 
added, and the rubber allowed to separate. The supernatent liquid is 
extracted with 20 c.c. of a mixture of 40 c.c. sulphuric acid and 60 c.c. 
of water; and this is repeated, using 10 c.c. of the mixture, until all the 
alkaloid is extracted. The combined acid extract is rendered alkaline 
with ammonia and com[)Ietely extracted with chloroform, tlie chloro- 
form evaiiorated and the residue titrated. 

Many small modilications of the method of assaying belladonna and 
its preparations (designed principally to obviate emulsification in the 
first stages of extraction) have been proposed, see: 

11 . W. and S. C. (ladd {Pharni. Jour., 1905, 75, 438). 

Rupp {Pharm, Zeit., 190S, 53, 737). 

Naylor {Pharm. Jour., 1907, 78, 393). 

Lyons {Pharm. Rev., 1908, 22). 

HYOSCYAMUS. 

The flowering tops aiul lea\es of Ilyosi yamiis 7 iigcr or henbane con- 
tain principally hyoscyamine, probably some atropine, and certainly 
some hyoscine. 

The amount of alkaloid present in different samples has been shown 
to vary considerably, the following results having been recorded for the 
analyses of dried leaves and tops: , 

II yoscyamus Leaves atid Tops. 

Schmidt o. 286% 

Kordes 015% 

Dohme 0173% 

Beckurt 0.089% 



±llUbl.;YAMU^>. 


6^7 


Gerrard 

Parke, Davis & Co. . . 

Barclay 

Umney 

Carr & Reynolds . . . 
Farr & Wright 


. o 

0.073% to o. 13% 

o.oq';^ 

0.07% too 
o 06 to o 
o 064'’'^. to O 12%. 


The British and United Stales Pharmacopa ias retjuire that second 
year’s leaves and tops alone should he employed, l)Ut it has been 
shown ^ that first and second year’s leaves grown in the same locality 
contain the same amount of alkaloid. 

A. W. Gerrard^ has employed substantially the same process as the 
above for the assay of l)elladonna for the root and leaves of henbane. 
The substance is dried at 100°, powdered and exhausted with proof- 
spirit. d'he spirit is distilled olT, and the semi-lluid e.xlract treated 
with water containing i ]wt 1,000 of hydrochloric acid, liltered, and the 
filtrate further diluted to 100 cc. 'Fhe alkaloids are extrailed by 
ammonia and chloroform in the usual way, purilied by solution in 
ether, and agitated with In drochloric a( id, again liberated ijy ammonia, 
extracted by ether, and determined in the alkaloidal residue by titration 
with iV/io hydrochloric acid. 

The following results are recorded: 


V^inety of 
hcnlj.inc 


I’.iit 


UsmI 


Where prown 


Yield of 

.dkalonK pt'r i ,000 


Biennial 

Bienni.il 

Bienni.al 

Biennial 

Biennial 

Biennial 

Biennial 

Biennial 

Biennial 

Annual 

Annual 

Annual 

Annual 

Biennial 

Biennial 

Biennial 


Roots. . 

RlmHS 

Roots 

First year s h af 
First yc.ir’s kaf 
First year's le.if 
Second year's leaf 
Second year’s leaf 
Second year’s leaf 
Leaves and tops 
; Leaves and tops 
' Leaves and tops 
Entire herb 
First year’s leaves 
I First year’s leaver (old) 
Second year’s tops (old) 


' Middle as 
Sussi X 

, Lincolnshire 
, lancolnshire 
, Sussex 
Midillescx 
' Middlesex 
SlLSSt X 
Lincolnshirt 
Leicestershire 
I Surrey 
' .Middles! X 
(k'rrnany 
France 
EnKlan<l 
EnRland 


j ho2 

1 ';so 
1 7?0 
o (xjo 

o 667 

o 5y 2 
o 672 
o 6K0 
o 656 
O I'm! 
o 6H0 
o 701 
O 20 S 
O lyH 
O 190 

o 4S1 


Gerrard considers that bright-coloured, well-preserved henbane, 
whether annual or biennial, can be relied on to yield good preparations, 
while old and dark-coloured leaves, containing stalks and fruit, should 


^ Carr and Reynolds, Pharm J , 1908, 80, 542 
* Pharm J., 1890 [w], ai, 21a, 1891 [itt], 22, 213. 
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be avoided. He regards the first year’s root of biennial Hyoscyamus 
niga as much richer in alkaloids than the herbaceous portions of the 
plant, hut both as much poorer than the re.spective parts of belladonna. 
These conclusions are in opposition to the experience of E. Thorey 
(Dragcndorff’s Quelqiies Drogues Actives) j who found henbane to con- 
tain alkaloid in greatest quantity in tlic leaves, next in the fruit, then 
in the roots, and lastly in the stalk. 

Ransom found 0.058^ of alkaloicl in the seeds of biennial henbane 
grown at Ilitchin; but a sample of seeds examined by Farr and Wright 
contained o.i2[(, of alkaloid. 

No standard of alkaloidal content is required by the British Pharnia- 
copivia in hyoscyamus or in any of its preparations. A good British 
Fharmacopiria extract should contain o.2[f and a good tincture 0.01% 
w/v of alkaloid. The United Slates Pharmacopeia (8th Rev.) adopts 
the following standards: 

Leaves and (lowering tops not le.ss than. . 0.08% 

Liquid extract 0.075% w/v. 

Tincture . . 0 w/v. 

Extract o-3/t- 

The Swiss PliarmaiOpeia requires that the leaves should contain 
0.1% of alkaloid. 

The method of assaying hyoscyamus and its preparations is substan- 
tially the same as that de.scribed above for belladonna; about 5 times 
as much of the leaves or preparation should, however, be employed 
on account of the smaller proportion of alkaloid present. 

Hyoscyamus albus, a closely allied plant, contains about the same 
percentage of alkaloid as Hyoscyamus niger. Though it is not officially 
recognised by the pharmacopanas of Cireat Britain or the United 
States, the French c odex allows //. niger or //. albas to be employed 
indiscriminately, and the latter variety is actually much used in the 
south of Europe. 

Hyoscyamus muticus is a species of henbane growing in certain 
districts from Egypt to India, where it is employed medicinally. Dun- 
stan and Brown* found the dried stem and leaf of the plant grown in 
India to contain 0.1% of mydriatic alkaloid, while that grown in 
Egypt was showm to contain 0.59%. Gadamer found even more in 
the Egyptian plant, namely, 1.34% in the seeds and capsules, 1.39% 

* Trans ., 1899. 75» 7a; *90i, 79» 7*. 
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in the leaves and 0.57% in the stem. The alkaloid consists almost 
entirely of hyoscyamine. 


DATURA. 

The alkaloids of Datura Stramonium consist of hyoscyamine, atropine 
and hyoscine. The amount found in the dried leaves varies from 
0.12% to o.35^c and that in the seeds from 0.16^ to 0.37' ,, while an 
analysis of the dried roots gave 0.15%. The dried leaves from India 
were found to contain 0.26^^. 

From stramonium seeds Hartz‘ obtained 0.167^'t alkaloid by 
extracting the fat from the dried substance by petroleum spirit, tlien 
removing the alkaloid with proof-spirit, and proceeding in the usual 
way. Farr and Wright found from 0.16 to 0.24^^^ of alkaloid in 
stramonium seeds. 1 C. Schmidt found, in 4 samples of stramonium 
seed from different sources, 0.25, 0.37,0.05, and 0.20% of total alkaloids. 
From 50 to 70% of these consisted of pure atropine melting at 115°- 
The remainder, which w’ere more difficult to crystallise, consisted of 
hyoscyamine, and probably other bases and their decomposition- 
products. But the relative proportions of the alkaloids arc probably 
very variable, as Tadenburg found hyoscyamine to preponderate and 
Schutte found that both fresh and old stramonium seeds yielded 
chiefly hyoscyamine, with small quantities of ready-formed atropine 
and scopolamine. A. B. Lyons {Manual of Pharmaceutical Assaying) 
found in 5 specimens of stramonium seeds proportions of alkaloid 
(titrated by Mayer’s solution) ranging from 0.45 to 0.55%, the extract- 
ive matter yielded to strong alcohol by the same samples varying from 
3.3 to 7.5%. In eight samples of stramonium leaves ^ Lyons found from 
0.40 to 0.52% of alkaloid (titrated), and from 19.5 to 25.3% of extract- 
ive matter yielded to spirit of 66%. Farr and Wright extracted from 
0.12 to 0.22% of alkaloid from stramonium leaves. 

The dried leaves and seeds of D. stramonium arc employed for 
making tinctures and extracts, and are officially recognised in most 
pharmacopoeias. The British Pharmacoperia requires no standard 
in either the drug or its preparations, but the United States Pharma- 
copceia requires the following: 


D. stramonium leaves 0 25% 

D. stramonium extract i • 0% 


Phann.J., 1884 X 5 . aos- 
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D. stramonium liquid extract 0.25 %wly. 

D. stramonium tincture 0.025% w/v. 


Stramonium leaves form an important ingredient of smoking 
mixtures which arc employed as a sedative in asthma. 

D. stramonium* and its preparations may be assayed by the same 
method as that employed for belladonna. 

D. meteP contains about 0.5% of alkaloids, consisting mainly of 
hyoscine with a small amount of atropine and hyoscyaminc. D. 
meteloides contains about 0.4% of alkaloids from which 0.13% of 
hyoscine, 0.03% of atropine and 0.07% of mctcloidine have been 
obtained. D. arborca contains both hyoscine and hyoscyaminc. D. 
quercifolia contains 0.4% of total alkaloid consisting of hyoscine and 
hyoscyaminc. 

The seeds of D. alba have been mistaken for those of capsicum, 
which they resemble in general appearance. They may be readily 
distinguished by their faint, bitter taste and by the absence of the 
intense burning elTect upon the tongue and lips which is such a char- 
acteristic property of capsicum. 

SCOPOLIA. 

The dry rhizome of Scopolina atropoides or Scopolia carniolica 

contains about 0.5^/,'; of mydriatic alkaloid consisting principally of 
hyoscyaminc. Although it is not recognised by most pharmacopoeias 
it is ollicial in those of the United States and Japan. The former of 
these requires that the rhizome should contain not less than 0.5% of 
total alkaloid. The same pharmacopaaa requires that the soft 
extract of scopolia should contain 2%) of total alkaloid and the liquid 
extract 0.5%. 

The method of assay of Belladonna and its preparations, as described 
above, may be employed in the analysis of .scopolia and its preparations. 

Andrews, Trans , iqi i, 99, 1871 

Schnudt, Arch t'harm , 1905, 243* J09. »9io. 248, 641 
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By SAMUEL P. SADTLER. 


Cocaine. Benzoyl methyl-ecgonine. Methyl benzoyl -ecgonine. 


Cgli.jN 


f o.c,n,o 

■( CO.OCH3 


Cocaine is the characteristic alkaloid of coca leaves, and of great 
medicinal value as a local anesthetic. It may be extracted from the 
plant by the usual processes with associated alkaloids, avoiding as 
much as possible treatment with acids and alkalies, as it undergoes 
hydrolysis with great facility with formation of obje* tionable decom> 
position-products. Instead of endeavoring to separate cocaine from 
accompanying ecgonine and other ecgonine derivatives, the crude 
extract is converted into ecgonine by hydrolysis, and then treated 
with benzoic anhydride and methyl iodide as referred to below or a 
similar method. 

The synthesis of cocaine was effected by Merck by heating together 
ecgonine, benzoic anhydride and methyl iodide to 100° for 10 hours 
in a sealed tube. The industrial production of cocaine from ecgonine 
has been eflfccted and patented by Liebermann (page 337). 

Cocaine crystallises from a strong alcoholic solution in colourless 
monoclinic prisms, melting at 98®, and subliming with partial decom- 
position at a higher temperature. 

Cocaine is very slightly soluble in water, ‘ but dissolves readily in 
alcohol, ether, chloroform,^ benzene, benzin, carbon disulphide and 
volatile and fixed oils. 100 parts of carbon tetrachloride dissolve 
parts of cocaine at 17°. It is readily removed from its solu- 
tions by adding ammonia and agitating with ether or other im- 
miscible solvent. 


> The solubility of cocaine in cold water is probably near to t in i^oo (B. H. Paul), but 
IS commonly greatly over-estimated, owing to the ease with which cocaine is decomposed 
hy ^ water ynth formation of soluble products 

•The solubility of cocaine in chloroform enabled B H. Paul to separate it from morphine, 
*11 ^ PJ^uct introduced under the name of hopcinc, and said to be a natural narcotic 

an^otd from American hops, to be, in fact, an artificial mixture of cocaine and morphine 
{Pharm.Jour., 1886 [nij, 16, 877). 

VOL. VI. -21 


321 



322 


COCAINE. 


An aqueous solution of cocaine has a strong alkaline reaction to 
litmus, cochineal, iodeosin and methyl-orange, but does not affect 
phenolphthalein. The free base may be titrated with the aid of either 
of the former indicators. An aqueous solution of cocaine, if not very 
carefully prepared and secluded from air, or preserved by an antiseptic, 
rapidly decomposes with formation of vegetable growths. 

Cocaine produces on the tongue a sudden and characteristic cessation 
of feeling, which lasts only a few minutes. One drop of a 4% solution 
(of the hydrochloride), if placed on the tongue, soon produces a decided 
numbness, the effect being evanescent unless the application be 
repeated. Cocaine also produces an intense local anaesthetic and 
blanching effect on the mucous membrane. A single drop of a 4% 
solution suffices to blanch the conjunctiva of the eye. Anaesthesia of 
the eye, of much value in ophthalmic operations, can be produced by 
a somewhat larger dose. Dilation of the pupil is generally produced 
by cocaine, whether applied locally to the eye or otherwise introduced 
into the system; but the mydriasis produced by cocaine is not so 
invariable and is far less intense than that characteristic of atropine 
and its isomers. 

In large doses, cocaine has marked poisonous properties. The 
fatal dose for dogs is from 2 to $ grains. The hypodermic injection 
of 1/20 grain has caused dangerous symptoms in a girl 12 years of age 
(see P/wrw. /owr., 1886 [ifi], i6, 721). ‘ 

Cocaine is levorotatory, the specific rotation in chloroform solution 
being about —15 8° for the sodium ray; while the rotation of the 
hydrochloride at 20® in dilute alcohol is [a]D== — (52.8+0.1588-1- q) 
where q *» the percentage of alcohol in the solution. 

Qualitative Tests. 

Cocaine is precipitated from its solutions by alkali hydroxides, 
alkaline carbonates and ammonia. It is almost insoluble in excess of 
ammonia, which is to be preferred as a precipitant.^ Precipitated 
cocaine is amorphous when thrown down from strong solutions, but 
rapidly becomes crystalline. 

* For various alarming symptoms produced by cocaine in dental practice, see remarks 
by Stockman {Pharm Jour. i8, 79i). A resume of the pharmacology of cocaine and 
Ita allies appeared in the Pharmactuticai Journal (itt], 2 X, x6i. 

t If a ■olution of cocaine salt be precimtated with sodium hydroxide or sodium carbonate, 
the filtrate will be found to contain a distinct trace of bensoic add resulting from decom* 
position of the alkaloid; but this is not the case if ammonia be substituted (B. H. Paul). 
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Mayer’s solution precipitates cocaine from extremely dilute solu- 
tions, and A. B. Lyons has attempted to employ the reaction for the 
estimation of cocaine, but with results which are wanting in exactness. 

Iodised potassium iodide gives a rose-coloured precipitate with 
a solution of i part of cocaine hydrochloride in 7,500 of water; in 
stronger solutions the precipitate appears brown, and under the micro- 
scope assumes the form of black globules. 

Tannin produces a distinct cloud in neutral solutions of cocaine 
containing 1:25,000, and a distinct precipitate with twice that pro- 
portion. Picric acid produces in strong solutions a yellow precipitate, 
rapidly becoming crystalline, and appearing under the microscope in 
sheaf-like forms. Phosphomolybdic acid produces a faint turbidity 
in solutions of 1:50,000, and a distinct precipitate with 1:12,500. 
Phosphotungstic acid gives a gelatinous white precipitate, soluble in 
ammonia. 

Platinic chloride produces at once, in solutions of cocaine hydro- 
chloride containing 1:400, a yellow precipitate consisting of plumose 
needles, mostly of stellate pattern. In solutions of i :6oo most of the 
crystals resemble carpet-tacks, consisting of short, well-formed prisms, 
with a single branch from the centre, joined at an oblique angle and 
tapering to a point. The characters of the platinichloride distinguish 
cocaine from the amorphous base associated with it in coca-leaves, 
the platinum salt of which is far less soluble in water, and crystallises 
in rosettc-like forms, contrasting strongly with the feathery appearance 
of the cocaine salt. 

Cocaine aurichloride is precipitated on adding auric chloride to a 
solution of cocaine hydrochloride. In solutions containing 1:3,000 
an immediate precipitate is produced, which appears under the micro- 
scope in forms resembling fern-fronds, generally with a stellate 
arrangement. In solutions of 1:12,000 similar crystals form after 
a short time. “Cocaldine” aurichloride forms minute prismatic 
crystals, having a microscopic appearance quite diflferent from that of 
the cocaine salt (A. B. Lyons, Amer. Jour. PUarm., 1885, 57, 10). 

According to Lerch and Schiirges, if a drop of ferric chloride be 
added to a solution of cocaine and the liquid boiled, an intense red 
colour will be developed “owing to the formation of benzoic add.’* 
Benzoyl-ecgonine also gives the reaction. 

H. Siemssen (Pharm. Ztg., 1903, 48, 53, 534) has observed 
that when an aqueous solution of a cocaine salt is treated with a con* 
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centrated hot solution of sodium molybdate, a white precipitate is 
produced which, when examined under a lens of 50 to 60 diameters, 
appears of a light green colour. This apparent change in colour is 
characteristic of cocaine and is not exhibited by other alkaloids. 

Potassium dichromatc does not precipitate cocaine except from 
neutral solutions, unless they are very concentrated (1:25); but Metzer 
states that from a solution containing hydrochloric acid, chromic acid 
precipitates the chromate, Cj^IIj^O^NUjCrO^, in silky, lustrous 
plates (compare page 331). If 0.05 grm. of cocaine hydrochloride be 
dissolved in 5 c.c. of water, and 5 drops of a 5% aqueous solution of 
chromic acid added, each drop produces a distinct precipitate, which 
immediately redissolves; but if i c.c. of strong hydrochloric acid be 
now added, a heavy yellow precipitate of cocaine chromate is produced. 
If cocaine be present, reduction of the chromic acid will ensue. Eegon- 
ine, sparteine, atropine, caffeine, pilocarpine, codeine and morphine 
do not form yellow precipitates with chromic acid or potassium chro- 
mate. Quinine, quinidine, cinchonine cinchonidine, hydroquinine, 
apo morphine, brucine, strychnine and veratrine form precipitates 
5% chromic acid if the solutions are neutral; but, according to 
K. Metzer {Pharm. Zcit.y 1889, 34, 697), cocaine is singular in being 
precipitated only after addition of hydrochloric acid. 

F. Gicsel {Pharm. Zcit.y 1886, 31, 132) has observed that cocaine 
permanganate is very stalde compared with the cerresponding salts of 
the majority of alkaloids. Ilcncc, if 0.0 1 grm. of cocaine hydrochloride 
be dissolved in i or 2 drops of water, and about i c.c. of a 3% solution 
of potassium permanganate be added, a purple-violet crystalline 
precipitate of cocaine p)ermanganate is produced, the supernatant 
liquid acquiring a purple-violet tint. A. B. I.yons recommends that a 
strong solution of the cocaine salt .should be used, and the permanganate 
employed in N / 10 solution (3.162 grm. per litre). The precipitate 
is unstable, and decomposes in a few hours even at the ordinary 
temperature, leaving a brown hydrated manganese dioxide. If the 
liquid containing the precipitate be heated to boiling, decomposition 
occurs at once but without the production of any peculiar odour. But 
if examined under the microscope when first thrown down, the pre- 
cipitate is found to consist, wholly or in part, according to the strength 
of the cocaine solution, of translucent, violet-red, rhombic (nearly 
rectangular) plates of great beauty, often grouped together to form 
rosettes. A 5% solution of cocaine gives a copious precipitate at once, 
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and a 2% solution after a short time; but ^vith a 1% solution the 
crystals only form as evaporation takes place. 

The behaviour with potassium permanganate serves to detect an 
admixture of methyl cinnamyl-ecgonine and certain other impurities 
in cocaine hydrochloride. The presence of these causes an immediate 
reduction of the permanganate in the cold. The first drop or two of 
the reagent produces a brown discolouration, while the precipitate 
thrown down by a furtlier addition is more or less brown, instead of a 
distinct violet-purple or red. If a limited quantity of the reagent be 
employed, and the liquid heated to boiling, in presence of impurities 
a distinct odour will be developed in some cases resembling that of 
bitter-almond oil, and in others like that of crude cocaine (A. B. Lyons, 
Amer. Jour. Pharm.y 1886, 58, 240). The behaviour of other alkaloids 
with potassium permanganate is dc.scribed on page 107. 

According to F. da Silva {Compt. Rcnd.^ iii, 348; Pharm. Jour. 
[fn], 21, 162), when treated by Vitali's test for atropine (page 306), 
even a minute quantity of cocaine (0.0005 grm.) develops a distinct 
and peculiar odour, recalling that of peppermint or cilronella. No 
other alkaloid extracted by benzene from an ammoniacal solution 
behaves at all similarly, though atropine, hyoscyamine, strychnine, 
codeine and cscrine give colour-reactions, and the last-named alka- 
loid develops a disagreeable smell resembling phenyl-carbamine. 
Delphinine, brucine, and veratrine develop slight odours which 
cannot be mistaken for that produced by cocaine. A. C. Stark {Pharm. 
Jour., 1891 [Hi], 21, 848) has confirmed Da Silva’s statements, but 
considers the odour scarcely distinctive enough to render the test 
completely reliable. 

According to Ilenriqucs {Germ. Pat., 77,437) cocaine may be 
precipitated from dilute solutions by means of zinc tungstate. 

C. Reichardt {Chem. Ztg., 1904, 28, 299) describes a number of 
new and characteristic reactions for cocaine. On the addition of a 
concentrated solution of sodium nitroprusside, drop by drop, to a 
moderately-concentrated cold solution of cocaine, an immediate 
turbidity is produced which, when examined under a lens of moderate 
power, is seen to be due to the formation of well-formed reddish crys- 
tals. These consist of cocaine nitroprusside and may be produced in 
moderately dilute solutions of cocaine salts. If, in the same manner, 
a cold saturated solution of uranium nitrate is added to a fairly strong 
cold solution of cocaine hydrochloride, an immediate yellow crystalline 
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precipitate is produced, the composition of which has not been deter- 
mined, hut which is possibly a double salt. It is also obtainable from 
fairly dilute solutions of the alkaloid. If a little perfectly pure titanic 
acid is dissolved in a few drops of concentrated sulphuric acid by the 
aid of heat and allowed to cool, the addition of a trace of cocaine hydro- 
chloride to the cold solution is without effect upon it; but if the mixture 
is heated while stirring, so that oily drops are separated and are non- 
adherent to the sides of the porcelain container, the liquid gradually 
assumes a handsome violet to blue colour. This reaction, which is 
quite characteristic, is due to a reaction of the titanic acid. If a little 
potassium ethyl-sulphate is rubbed with a trace of cocaine hydro- 
chloride aiul a few drops of concentrated sulphuric acid arc added to 
the mixture, no reactions of any kind are manifested until, on applying 
heat, a distinct odour of peppermint is developed. This manifests 
itself even in the presence of the smallest trace of cocaine. Finally, 
if a trace of cocaine hydrochloride is rubbed with urea and concentrated 
sulphuric acid is added, the mixture remains unchanged in the cold; 
but on heating it, a blue colour, gradually increasing in intensity, is 
developed. 

Toxicological Identification of Cocaine. — Siemssen {Pharrn. Ztg.y 
1903, 941), referring to the reaction of cocaine with sodium molybdate 
(page 32.0, states that he has found it unsuitable for forensic e.xami- 
nations. He finds bromine water, however, to be admirably suited 
for its identification in toxicological cases, as shown by the following 
experiment: A segment of intestine was extracted with ether in a 
Soxhlet apparatus and then impregnated with i c.c. of a 0.01% solu- 
tion of cocaine by setting it aside during 2 days. The segment was 
then repeatedly shaken with ether-alcohol and then transferred to a 
glass cylinder containing 2 c.c, of bromine water which had been 
saturated at 20^^. A light yellow voluminous precipitate resulted im- 
mediately, which proved to be insoluble in the precipitant. Atropine, 
brucine, morphine, strychnine and several other alkaloids, treated in 
the same way, afforded reactions which were in each case characteristic 
and could be distinguished from each other and from cocaine. The 
individual observations made will be the subject of a future paper. 

Salts of Cocaine. 

Cocaine Hydrochloride. Hydrochlorate of Cocaine. CjyH,!- 
04N,HC1. This salt, which is readily prepared by neutralising 
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cocaine by hydrochloric acid, crystallises from alcohol in short prisms 
melting at 189.9®. crystals from the aqueous solution contain, 

according to A. B. Lyons, 9.6% of water, while those from the alcoholic 
solution are anhydrous. The salt is not hygroscojnc, l)ut is soluble in 
less than its own weight of Avater, forming a thick s)Tupy licjuid. It is 
readily soluble in spirit, but with less facility in absolute alcohol, 
chloroform, and amyl alcohol; and is practically insoluble in ether, 
petroleum spirit, and fi.xed and volatile oils. Ether precipitates cocaine 
hydrochloride from its solutions in absolute alcohol and chloroform. 

Cocaine hydrobromide, BHBr,2HjO, crystallises readily from 
its aqueous solution in transparent prisms, stable in the air. 

Cocaine acetate is readily soluble in water. It is diflicult to o})tain 
it in a crystalline condition, as acetic acid is given off during the evapo- 
ration of its solution. 

Cocaine oleate readily crystallises, and is soluble in oleic acid and 
fixed oils. 

Cocaine gives crystalline salts with sulphuric, boric and oxalic acids. 
The citrate is hygroscopic, and crystallises with difliculty. 

Cocaine benzoate, (',7H2,()4N,C7lIo02, may he prepared by 
mixing molecular proportions of cocaine and benzoic acid. It is a 
very soluble salt, obtainable with difficulty in acicular crystals, the 
solution usually diydng up to a gummy mass, which gradually acquires 
a crystalline structure. A sample of commercial cocaine benzoate of 
hrench origin was found by B. H. Paul to give no precipitate of cocaine 
with ammonia, and no benzoic acid with hydrochloric acid. It con- 
sisted of bcnzoyl-ecgonine (Pharm. Jour. 16, 817). According to 
A. Bignon {Pharm. Jour., 1886 [Hi], 16, 721), the anesthesia produced 

a 5% solution of cocaine benzoate lasts during 4 consecutive hours 
and is not preceded by the sensation of pain produced by the 
hydrochloride. 

Cocainemethobromide, C^ylljiO^N.CHjBr, is prepared by heating 
cocaine and methyl bromide together for 2 hours at 100®. Crystallises 
out of alcohol. 

Cocainemethiodide is prepared similarly to the brommethylate. 

Cocaineethylester, CbH, 3(C2H50)02N.C7H50, is prepared by 
heating benzoylecgonine and ethyl alcohol at 100® (Merck, Ber., 1885, 
2954), m. p. 108-109°. 

* Stockman {Pharm. Jour . 1887 [rn], I 7 , 86») give* the solubility of pure cocaine hydro- 
chlonde in chloroform, absolute alcohol, and amyl alcohol as i in 48, 1 in 34, and i in 
fo nai>ectively; but B. H. Paul does not find such large proportions of solvent necessary. 
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The propyl and isobutyl esters (m. p. 78-79.5° and 61-62°) 
respectively have been described by Novy (/. Am, Chem, Soc., 1887, 
10 , 147), as well as the bromethyl-ester, made by heating bcnzoyl- 
recgonirie, ethylene bromide and alcohol to 95°. 

Derivatives of dextrorotatory cocaine are similar to the laevo 
derivatives. 

Examination of Commercial Cocaine and its Salts. 

The absolute purity of cocaine and cocaine salts intended for 
medicinal use is essential, as various undesirable and even dangerous 
symptoms are produced by certain impurities liable to be present. 
Fortunately the tests now given in the pharmacopoeias (especially the 
United Stales Pharmacopeia) are sufficient to prove tJie purity of 
cocaine. 

Crude cocaine has for some time been manufactured in South 
America for export to European markets in place of coca leaves, which 
have been found to be liable to deterioration in transit. B. H. Paul 
(PJiarm. Jonr.^ 1888 [Hi], 18, 782) describes it as a white or yellowish 
pulverulent substance compressed into thin cakes. It contains not only 
earthy substances, sodium carbonate and lime salts, but also a waxy 
substance and traces of petroleum. Its manufacture has probably been 
effected by extracting the coca leaves with petroleum spirit, washing 
out the alkaloid with an acid, and then precipitating it with lime or 
sodium carbonate. It is represented as containing from 80 to upwards 
of 90% of alkaloid, but the proportion of crystallisablc cocaine present 
varies considerably, in one instance not exceeding one-half of the total 
alkalokl present (85%). The remaining portion was precipitated on 
adding ammonia to its solution in hydrochloric acid in oily globules, 
which after a time collected at the bottom of the liquid as a viscid 
semi-transparent layer, which ultimately became more or less crystal- 
line. In all cases the liquid remained quite milky for a considerable 
time, in tliis respect presenting a marked contrast to the rapid clearing 
of the liquid, which takes place when pure cocaine is precipitated from 
the solution of its hydrochloride. 

The analysis of a sample of crude cocaine by E. R. Squibb showed: 
Moisture, 3.25%; residue insoluble in ether, 5.25; impurity soluble 
in ether, 0.50; pure alkaloid, 89.94; and loss, {Jour. Soc. Chem. 

Ind.y 1889, 8, 724, 1013). 
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A convenient method of purifying cocaine is to recrj'stallise it 
several time from strong alcohol, and, when a certain degree of purity 
has been attained, precipitate liie base from its solution in 10 parts 
of strong alcohol by addition of 5 volumes of water, 

Paul and C'ownley have pointed out that the solubility of a sample 
of cocaine in petroleum spirit cannot be relied on as a proof of its 
purity, since cinnamyl-cocainc behaves similarly. 

John Williams {Year-book Pliarm., 1887, 502) proposed to purify 
and assay commercial cocaine hydrochloride by dissolving it in the 
smallest possible quantity of absolute alcohol (sp. gr. o 795), and 
adding to this solution 6 times its volume of dr)' etlier, wlien tlie cocaine 
hydrochloride is precipitated in a finely divided but perfectly crystal- 
line condition. Unfortunately, as pointed out by B. If. Paul, the 
hydrochlorides of the amorphous bases and of benzoyl-ecgoninc are 
precipitated under the same conditions; and hence tlie method is 
useless for the assay of crude cocaine hydrochloride or for the elimina- 
tion of impurities, though serviceable for improving the appearance 
of a pure salt and converting it into a convenient form for usc.^ 

Cocaine hydrochloride should be perfectly colourless, and soluble 
in water to a ficrfectly colourless solution, which ought to be absolutely 
neutral to litmus-paper. The solution of tlic pure salt keeps fairly 
well, but in presence of common impurities is decomposed with great 
facility. In the dry .solid state, cocaine hydrocliloride undergoes no 
change by keeping. It ought to be perfectly free from odour; but as 
sold it not infrequently retains the odour of a solvent used in it.s 
preparation, or has a peculiar butyric or mousy smell, or even a 
distinct benzoic odour. In any ca.se, a sample having a distinct odour 
must be regarded with suspicion. 

Pure cocaine' hydrochloride is always distinctly crystalline, though 
much of the commercial article presents an amorphous or granular 
appearance. The tendency to cr)'stallisc is so marked that B. H. 
Paul {Pharm. Jour., 1888 [III], 18, 781) regards an amorphous condi- 
tion, or even difficult cr>'stallisability, as an indication of tlie presence 
of impurity. Paul st^ltes that on dissolving 5 to 10 grains of a pure 
sample in i dram of water and rapidly evaporating the solution (in 

* Pavd adds that it is a mistake to attempt the purification of cocaine hydrochloride at 
all. The free alkaloid is much more su-weptible of punfacaiion, and may be obtained m 
very fine crystals either from ether or alcohol From pure cocaine the hydrochloride can 
be readily prepared, as the neutral solution may be evaporated to dryness without decom- 
position, and the resultant dry salt can bo readuy vertecond into a good-looking crystalline 
condition by Williams’ method. 
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a glass basin) on a water-bath, the dry residue obtained will be white 
and opaque, presenting a radiating crystalline structure, while in the 
case of an impure mixed salt the residue will be more or less yellow, 
translucent, and of a gummy or resinoid character. 

The most definite test for the purity of cocaine hydrochloride is said 
by Antrich {Ber.y 20, 3 lo) to be the optical activity. In dilute alcoholic 
solution, at 20® the specific rotatory power is [a]„= — (52.I8°+ 
o.I588</), and — (67.982 — 0.15827c); where q is the weight of 

dilute alcohol of .9353 sp. gr. at 20^/4® (which corresponds to a mixture 
of 6 parts by weight of absolute alcohol with 9 parts of water) in 100 
parts by weight of the solution, and c is tlie weight of hydrochloride in 
100 volumes of the solution. When q — o, or, in other words, the 
solution is aqueous, [«]„= — 52.2°; when q is 100, [0]^= —68.06®. 

The characteristics of cocaine hydrochloride should be, according 
to Beckurts, that it should give a clear and colourless solution in water; 
leave no residue on ignition; give a colourless solution in concentrated 
sulphuric acid, when dissolved in the proportion of 0.020 grm. to i c.c.; 
that a concentrated aqueous solution should be absolutely neutral 
(to litmus); not immediately reduce potassium permanganate; and 
when heated with the latter reagent give off no odour of bitter-almond 
oil. 

The British Pharmacopivia (1905) prescribes the following tests 
for cocaine hydrochloride: It occurs in colourless crystals or as a 
white crystalline powder and has a bitter taste, which is succeeded by 
numbness. Very soluble in water (2 in 1), alcohol (i in 3), and 
glycerin (i in 3); soluble in chloroform (i in 20), insoluble in oils and 
almost in.soluble in ether. It .should contain no more than traces of 
sulphates or amorphous alkaloid, nor lose more than 1% of water 
when dried at 100®. It melts at 180° to 186, and should leave no 
residue on complete ignition. A solution containing o.i grm. of the 
salt dissolved in 5 c.c. of distilled water, 0.15 c.c. of dilute sulphuric 
acid, and o.i c.c. of solution of potassium permanganate should not 
fade in half an hour (absence of cinnamyl-cocaine, cocamine, or other 
products derived from cocaine). 100 c.c. of 4 0.1% solution of the 
salt affords with 0.25 c.c. of ammonia a clear solution, from which a 
crystalline deposist, free from amorphous flocks, should separate 
gradually on continued and vigorous stirring (limit of amorphous 
alkaloid). 

The German Pharmacopetia (1900) prescribed the following tests 
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for cocaine hydrochloride: A mixture of equal parts of cocaine hydro- 
chloride and mercurous chloride is blackened when moistened with 
dilute alcohol. 

If 5 drops of chromic acid solution are added to a solution of 0.05 
grm. of cocaine hydrochloride in 5 c.c. of water, each drop produces 
on precipitation which, however, on rotating the mixture redissolves, 
but on the further addition of i c.c. of hydrochloric acid it separates 
out again. 

The United States Pharmacopivia (8th Rev., 1900) is here quoted 
at length with reference to tests for cocaine hydrochloride because of 
its complete treatment of the subject: 

Colourless, transparent, monoclinic prisms, flaky, lustrous leaflets 
or a white crystalline powder; permanent in the air, containing no 
water of crystallisation; odourless; of a saline, slightly bitter taste, and 
producing on the tongue a tingling sensation followed by numbness of 
several mmutes’ duration. 

Soluble in 0.4 parts of water, 2.6 parts of alcohol, and in 18.5 parts 
of chloroform at 25°; soluble on o.i part of water at 80°, and in 1.4 
parts of alcohol at 60°; insoluble in benzene, petroleum benzin, and 
ether. 

It melts at a])out 189.9®. Minute quantities of impurities may re- 
duce the m. p. to 180® or less. It leaves no residue on incineration. 

Its aqueous solution is neutral to litmus paper and is Lxwogyrate. 

If silver nitrate solution be added to the aqueous solution of the 
salt (i in 100), a white precipitate is produced, which is insoluble in 
nitric acid. 

On adding 5 drops of a solution of chromium trioxidc (i in 20) to 
5 c.c. of a solution of cocaine hydrochloride (i in 50), a yellow pre- 
cipitate will be produced, w'hich redissolvcs on shaking; on now adding 
I c.c. of hydrochloric acid, a permanent, orange-coloured crystalline 
precipitate will be formed. 

On adding a solution of potassium chromate (i in 20) to a hydro- 
chloric acid solution ,of the salt, orange-yellow leaflets of cocaine 
chromate are precipitated. 

If mercuric chloride solution be added to an aqueous solution of 
the salt, a white flocculent precipitate is produced. 

Cocaine hydrochloride is not coloured by Cold sulphuric acid, but if 
a crystal be heated with sulphuric acid, in a test-tube, vapours are 
produced from which benzoic acid is deposited on cooling. 
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If 3 drops of palladous chloride, with 3 c.c. of chlorine water, be 
added to 3 drops of an aqueous solution of the salt (i in 20), a red 
precipitate is produced. 

When 0.0 1 grm. of the salt is dissolved in 2 drops of water, the addi- 
tion of I c.c. of a solution of potassium permanganate (i in 30) produces 
a violet precipitate, which appears brownish-violet when collected on 
a filter. 

A crystal of the salt dissolved in alcohol yields when stirred with a 
piece of potassium hydroxide an odour of ethyl benzoate. 

If o.i grm. of the salt be dissolved in 5 c.c. of distilled water con- 
taining 3 drops of diluted sulphuric acid, the addition to this solution 
of 3 drops of N j 10 potassium permanganate solution will produce a 
violet colour, which should not fade in half an hour (limit of cinnamyl- 
cocaine). 

If o. r grm. of the salt be dissolved in 85 c c. of cold distilled water 
in a beaker and 4 drops of ammonia water added and the solution 
stirred vigorously for 15 minutes, with occasional rubbing of the 
sides of the beaker with a stirring rod, a crj'stalline precipitate of 
cocaine sliould be formed, and the supernatant liquid should be 
perfectly clear (limit of isatropyl-cocaine). The presence of 0.5% 
of isatropyl-cocaine will prevent the formation of nearly all of the 
precipitate, and will cause the supernatant liquid to be opalescent. 

The following test is due to 11. Maclagan {Amcr. Drug., 1887, 
22; Pharnt. Jaur., 1887 [///], 17, 686): t grain of cocaine hydro- 
chloride is dissolved in 2 oz. of water, 2 drops of strong ammonia 
are added, and the walls of the containing vessel rubbed from time to 
time with a glass rod; in a quarter of an hour a good crop of glistening 
crystals separate. When the cocaine is not very pure the solution 
remains clear, or else deposits only a small crop. With a good sample 
a dense precipitate is produced either at once or on stirring, and soon 
acquires a crjstalline condition, the liquid rapidly clearing. When 
the cocaine contains more than 4^'/^ of amorphous alkaloid the solution 
becomes milky. 

B. II. Paul {Phartn. J&ur., 1888 [Hi], 18, 783) has pointed out that 
the precipitate of cocaine produced in Maclagan’s test redissolves if 
left for a long time in the ammoniacal solution, owing to its conversion 
into the soluble base benzoyl-ecgonine. He describes a quantitative 
application of the ammonia test (using a 2% solution of the salt) which, 
in the case of good samples free from odour and colour, will fairly 
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indicate the purity and value; but, in the case of bad samples, regard 
must also be paid to the character of the precipitated alkaloid. This 
is done by adding the ammonia gradually, with constant stirring, as 
long as a crystalline precipitate forms and the liquid clears promptly. 
When the precipitate begins to form clots which adhere to the sides of 
the beaker, and the liquid remains milky, the precipitate already 
formed is separated, and the amorphous precipitate produced on 
further addition of ammonia collected separately.^ The following 
results were obtained by B. H. Paul by the examination of commercial 
cocaine hydrochloride by the above process: 
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The ammonia precipitates from the first 8 of these samples were 
perfectly crystalline, without any trace of stickiness; they deposited 
rapidly, and left the supernatant liquid quite clear and bright. In 
the case of samples 9, 10 and it, a considerable proportion of the alka- 
loid was of an amorjihous sticky nature, quite different from that 
obtained from a pure salt. No. 12 was so impure that it was im- 
possible to effect a fractional precipitation quantitatively. 

Paul states that the principal impurity in the last 4 samples was 
undoubtedly the hydrochloride of the amoiqihous alkaloid associated 
with cocaine in coca leaves (see page 341), the salts having been prob- 
ably produced by evaporating the solution of the mixed bases in hydro- 
chloric acid; and it is questionable whether the presence of this amor- 
phous base should be tolerated in a product which purports to be 
cocaine hydrochloride.” 

* The amorphous alkaloid when freed from colouring matter is a clear yellowish trans- 
Ofu^t substance. resembUna thick Canada balsam, ana the hydrochloride forms a vamish- 
like mass that cannot be reduced to powder. 
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Tests for Cocaine in the Presence of the Eucaines. — In the 

course o/ an examination of a i% / 9 -eucaine solution for the possible 
presence of a-eucaine or cocaine G. Eigel (Apoth. Ztg., 1903, 18, 
603) made the observation that the reactions heretofore employed for 
distinguishing between the hydrochloride of these 3 bases gave different 
results if solutions of different strengths (o.i, i.o or 5.0%) were under 
examination, (i) He finds that if i drop of solution of ammonia 
is added to 10 c.c. of 0.1% solution of a-eucaine hydrochloride, a white 
precipitate is produced, while solutions of / 5 -eucaine and cocaine 
hydrochloride solutions of the same strength are not so affected. 

(2) I drop of 1.0% a-eucaine solution if mixed with i drop of 
solution of potassium iodide (1:10) produces in a few minutes large 
crystals of a-eucaine hydriodidc, while no crystals are produced under 
identical conditions with either cocaine or /?-cucaine hydrochloride. 

(3) I drop of 1.0% solution of a-eucaine or of cocaine hydro- 
chloride yields a white precipitate with i drop of solution of mercuric 
chloride (1:20); /?-eucaine docs not. (4) But all 3 salts produce a 
precipitate with the solution of mercuric chloride if they are in solution 
of 5% strength. 

On these observations Eigel bases the following method of dis- 
tinction; I drop of a 1% solution is mixed with solution of mercuric 
chloride (1:20). If precipitate results it is a-eucaine or cocaine; if no 
precipitate results it is /?-cucainc. If now equal drops of this solution 
and of solution of potassium iodide (1:10) are mixed, the formation 
of crystals indicates a-cucaine while if no crystals are formed, the 
solution contains cocaine. 

G. L. Schaefer {Pharm. Jour., 1899, 336) suggested the following 
test for ascertaining the purity of salts of cocaine and it has been the 
subject of several papers, several of which are given in outline herewith. 
The test is compared as to merit chiefly with Madagan’s test (page 332): 
0.05 grm. of cocaine hydrochloride are dissolved in 20 c.c. of distilled 
water and 5 c.c. of a 3% chromic acid solution added and then to this 
mixture 5 c.c. of a 10% solution of hydrochloric acid are added. The 
temperature of the mixture should be kept at about 15°. If the salt 
be pure, a clear solution will result. If more than traces of salts of 
other coca bases are present, the solution becomes cloudy at once or in 
a few minutes according to the amount of impurity present. (See 
Metzer’s test, page 324.) 

Schaefer’s Chromic Acid Test. — In the course of a reply to 
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criticisms on his chromic-acid test for determining the purity of cocaine, 
by A. J. Cownley, P. H. Squire and E. Merck (see proceedings, 1899, 
758-740), Schaefer insists on its superiority over Maclagan’s am- 
monia test. He says that in applying the test it is important tliat 
the temperature of the cocaine solution be maintained at 15°, the 
chromates of both pure cocaine and tlie amorphous alkaloids being 
influenced by rise and fall of temperature, heat increasing and cold 
diminishing their solubility. The test produces no turbidity when 
the acid is added to a solution of a pure specimen of cocaine, tlie 
temperature being 15°. If, however, the solution be subjected to a 
considerably lower temperature, it becomes turbid, and if it l)e pre- 
served at this reduced temperature for several hours, a crystalline 
deposit will be found, consisting of long, needle-shaped crystals of 
cocaine chromate. A solution of impure cocaine rendered turbid by 
the reagent at 15°, and exposed to a lower temperature remains turbid 
for several hours, then slowly deposits a yellowish-brown amorphous 
sediment. These reactions arc characteristic and serve to distinguish 
between cocaine and tlte amorphous alkaloids, especially isatropyl- 
cocaine. If a stronger acid is used the alkaloids will separate out more 
quickly. In order to show the superiority of the chromate test over 
Maclagan’s test, the author prepared a series of specimens of cocaine 
of different degrees of purity. These, as well as the various brands of 
cocaine in the market, he subjected to Maclagan’s and the chromate 
test. As a result, he found specimens which gave negative results with 
Maclagan’s test to be impure by the chromate test, and those speci- 
mens which reacted with Maclagan’s test yielded a decided turbidity 
upon the addition of even less than 5 c.c. of the 10% hydrochloric acid. 
{A met. Drugg.y 1899, page 4). 

On the other hand, A. J. Cownley, in a note to the foregoing, 
maintains that for commercial purposes Maclagan’s test is to be pre- 
ferred to the chromic-acid test for ascertaining the purity of cocaine 
hydrochloride, and that this opinion is corroborated by Schaefer’s 
own statement that epecimens of cocaine hydrochloride, which were 
condemned by Maclagan’s test, were shown to be impure by the 
chromate test. As has been previously stated by Cownley, the 
results mentioned by Schaefer only go to show that probably the 
only salt that would pass the chromic acid test would be one prepared 
from synthetic cocaine. {Pharm, Jour.^ i899» 66.) 
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Decomposition-products of Cocaine. 

Benzoyl-ecgonine. Ci^HjgO^N; or C 8 Hi 3 N( 0 .C 7 H 50 ).C 00 H. 
This base may be prepared by the action of benzoic anhydride or 
benzoic chloride on ecgonine, and is also a product of the action of 
acids or water on cocaine. Hence it occurs as a by-product of the 
manufacture of cocaine.^ On a large scale, benzoyl-ecgonine is 
prepared by gradually adding a little more than i molecule of ben- 
zoic anhydride to a hot saturated aqueous solution of i molecule of 
ecgonine, and heating the mixture on the water-bath for about an 
hour. After cooling, the product is shaken with ether to remove 
unchanged benzoic anhydride and acid, and the residual benzoyl- 
ecgonine washed with a little water to dissolve unaltered ecgonine. 
The yield is about 8o% of the ecgonine employed, and an additional 
quantity can be obtained by concentrating the mother-liquor and again 
treating it with benzoic anhydride. 

Benzoyl-ecgonine crystallises with 4H2O in transparent, flat, tri- 
metric prisms, resembling ammonium oxalate, which melt at a variable 
temperature ranging from 87-140®. When fusion occurs at the lower 
temperature (as happens when the heat is rapidly applied), the sub- 
stance resolidifies on further heating, and melts again at 195®, turning 
brown at the same time. 

Benzoyl-ecgonine is sparingly soluble in cold water, but readily in 
hot water, alcohol, and dilute alkalies and acids. It is almost insoluble 
in ether. 

The acetate and sulphate of benzoyl-ecgonine crystallise in prisms. 
BHAuCl^ forms small, yellow, anhydrous scales, soluble in alcohol 
but only sparingly so in water. 

When heated with alkalies or with hydrochloric acid to 100® in 
sealed tubes, tlie base is decomposed into benzoic acid and ecgonine. 
By treatment with methyl iodide it yields cocaine. 

Benzoyl-ecgonine does not appejir to have much, if any, anaesthetic 
eflfect when applied to the eye, and exerts only a moderate dilating 
action on the pupil. R. Stockman states that it is very irritating to 
the mucous membranes, and when injected subcutaneously produces 
tetanic spasms. In many respects its action resembles that of caffeine, 

' B€n*oyl-ecgonine is eAsily produced by heating cocaine with about so parts of water 
In a closed tube. The cocamc melts at about 90®, but gradually dissolves on maintaimng 
the temperature at 100®. The change is facilitated by agitation, and in about twelve hours 
m dear solution is obtained, which is only faintly acid if pure cocaine was employed. 
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but paralysis of the sensory nerves is quite absent (Pharm. Jour.f 1886 
[iitj, 16, 898). 

Ecgonine. CgHj^O^N; or Cgn,3N(OH),COOH. Ecgonine is 
obtained, together with benzoic acid and methyl alcohol, by heating 
cocaine with concentrated hydrochloric acid to 100° in sealed tubes. ‘ 
Also, when cocaine or its hydrochloride is heated with 20 parts of 
water and 10 of bar>’ta to 120® in sealed tubes, it is decomposed 
according to the equation: 

CnH3,0,N-f-2H30-C7H,03 + C,H,gN 05 +CH, 0 . 

The actual products are methyl alcohol, barium benzoate, and a com- 
pound of barium benzoate with the barium compound of ecgonine 
(2Ba(CjHj^03N)2-}-Ba(0Bz)3-l-.rIl20), which forms slender pris- 
matic needles, very soluble in water and alcohol, but only slightly 
soluble in ether. This compound is a convenient source of ecgonine. 
On subjecting it to dry distillation it yields an i-sotropinc, the platini- 
chloride of which forms bulky, orange-red, deliquescent crystals 
containing (CgHisONj^H^PtClg. 

Ecgonine crystallises from absolute alcohol in monoclinic prisms 
containing iH^O, m. p. 198°; or, after drying at 140° to expel the 
water of crystallisation, at 205". Ecgonine is very soluble in water, 
sparingly in ab.solute alcohol, and insoluble in ether. It has a slight 
bitter sweet taste. 

When ecgonine is heated with moderately strong sulphuric acid, 
neither carbonic oxide nor formic acid is formed, but a base is pro- 
duced which bears the same relation to ecgonine that ether bears to 
alcohol. It unites both with acids and bases. 

C. E. Merck {Ber,, 1886, 19, 3002) states that ecgonine, when 
distilled with nearly dry barium hydroxide, yields methylamine and 
not ethylamine as one of the products, thus agreeing with the behaviour 
of tropine when similarly treated. 

WTien ecgonine (or anhydro-eegonine) is oxidised with potassium 
permanganate, or nitric acid, succinic acid is formed (Einhorn, Ber.y 
1888, 21, 47), a fact which show's that the side-chain in the molecule 
of ecgonine must be eithe/ in the a- or / 9 -position. 

Ecgonine contains a carboxyl-group, and hence behaves at once 
as an acid and a base. It has a neutral reaction, but reacts with 

* Liebermann and Giesel obtain ecgonine on a large scale by boiling the amorphous baae 
obtained in the manufacture of cocaine for about an hour with hydrochloric acid. The 
filtered solution is evaporated to drynew, the residue treated with a little alcohol to re- 
move impurities, and the residual ecgonine hydrochloride decomposed by sodium carbonate, 
the liberated base being recrystallis^ from alcohol. 

VOL. VI.— 22 
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alkalies to form gummy compounds of faint alkaline reaction, which 
crystallise with dijSSculty and are very soluble in water and alcohol. 
Ecgonine hydrochloride, CgHjjOjN.HCl, forms triclinic tables, difficultly 
soluble in alcohol and melting at 246®. B2H2PtCIa, after drying at 
140°, melts at 226®. It is extremely soluble in water, and is deposited 
in orange-red prisms on adding excess of alcohol to its aqueous solution. 
BHAuCl^ is a greenish-yellow, gummy substance, very soluble in water 
and alcohol. 

With iodised potassium iodide, ecgonine yields a reddish-brown 
precipitate, rapidly changing to reddish-yellow, microscopic tables 
or prisms. In dilute solutions the precipitate is formed only after 
concentration. In the animal system, cocaine is converted into 
ecgonine, which may be detected in the urine by this test. 

Anhydro-ecgonine. or C^NH^Me.CH: CH.COOH. 

This base is formed by the action of phosphorus oxychloride or 
pentachloridc on ecgonine, or by heating cocaine for 8 hours to 
140® with glacial acetic acid which has been saturated with hydrogen 
chloride acid gas. It forms colourless crystals, m. p. 235®, soluble in 
water and alcohol, but insoluble in ether, chloroform, benzene and 
petroleum spirit. ‘ When anhydro-ecgonine is heated with water to 
150®, methylamine is liberated. It combines directly with bromine to 
form a base containing CalluBrjOjN, the hydrochloride of which 
melts at 184° The salts of anhydro-ecgonine are crystallisable. BHCl 
crystallises from absolute alcohol in white needles, m. p. 240-241°. 

Bases Allied to Cocaine. 

Deztro-cocaine. CjyHjjO^N. Einhom and Marquardt (Ber., 
1890, 23, 469, 979) have found that by warming with aqueous potas- 
sium hydroxide for 24 hours, ecgonine is converted into a base which 
differs from ordinary ecgonine in being much less soluble in absolute 
alcohol, ajid having a much higher m. p. {254°); but especially 
in being dextrorotatory. 

From this dextro-eegonine a synthetic dextro-cocaine may be pre- 
pared as a colourless oil, which solidifies on standing, and is readily 
soluble in ether, alcohol, benzene, and petroleum spirit. 

Dextro-cocaine may be obtained in crystals, m. p. at 43-45®, 

> Hence it is beat isolated by treating the solution of its hydrochloride with argentic oxide 
(compare page ^a). It may be purified by precipitation from its alcoholic solution by 
ether. 
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by treating its solution with a crystal of benzoyl-dextro-ecgonine 
ethyl-ester. 

The salts of dextro-cocaine crystallise well. BHCl is much more 
difficultly soluble than the hydrochloride of ordinary cocaine, and 
melts at 205° instead of 189.9°. BHO,N is especially characteristic. 
100 parts of water at 20° dissolve 1.55 parts of the nitrate, which is 
precipitated in crystals on adding nitric acid to solutions of other salts 
of the base. This behaviour distinguishes dextro-cocaine from 
ordinary cocaine. BjHjPtClg crystallises from hot water in yellowish 
needles. BHAuCl^ crystallises from dilute alcohol in needles, m. p. 
148°. 

Dextro-cocaine was found to resemble ordinary cocaine in its physio- 
logical effects, except that local ajixsthetic action commenced more 
rapidly, and disappeared in a shorter time. 

With chromic acid, potassium permanganate, and auric chloride, 
dextro-cocaine behaves like cocaine. 

Cocethyline, Homococaine, or benzoyl-ecgonine ethyl-ester, 
CjgHjaO^N, is the higher homologue of cocaine, which base it closely 
resembles. It is prepared by heating benzoyl-ecgonine with ethyl 
iodide and alcohol for 8 hours at 100°. It crystallises from alcohol 
in vitreous prisms melting at 108-109°, and is also soluble in ether but 
nearly insoluble in water. The platinichloride forms bright yellow, 
rhombic plates, resembling the cocaine salt but more crystalline. 
Physiologically, homococaine is similar in its effects to cocaine, but is 
weaker and less toxic, and does not appear to be mydriatic. 

The higher homologues of cocethyline, containing propyl and iso- 
butyl groups, have been prepared by similar means; and also by passing 
hydrochloric acid gas into a solution of benzoyl-ecgonine in the cor- 
responding alcohol. 

Cinnamyl-cocaine. C ; or C , (CH,) (CgH^O) 0 ,N. 

This base has been obtained synthetically by passing dry hydrochloric 
gas into a solution of cinnamyl-ecgonine (prepared by heating eegonine 
with cinnamic anhydride and water). It forms large colourless 
crystals melting at 121°, and is almost insoluble in water, but readily 
soluble in alcohol, ether, etc. When boiled with hydrochloric acid it 
is decomposed readily and quantitatively into cinnamic acid, eegonine, 
and methyl alcohol. BHCl is precipitated as an oil which solidifies 
after a time on adding a large volume of ether to a strong acidified 
solution of the salt in alcohol. BjH^tClg crystallises in microscopic 
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needles, m. p. 217®. When treated with a cold solution of potassium 
permanganate cinnamyl-cocaine and its salts immediately evolve a 
strong odour of benzaldehyde (bitter-almond oil). 

Cinnamyl-cocaine has been proved to occur naturally in coca 
leaves from various sources. Paul and Cownley {Pharm. Jour.^ 
1890 [iii]y 20, 165) examined a sample of leaves containing 1.75% 
of total alkaloid, nearly 0.5% being crystallisable from petroleum 
spirit, but which, nevertheless, contained very little real cocaine. On 
oxidation by permanganate the crystallisable alkaloid yielded abun- 
dance of benzaldehyde, and in other respects corresponded with 
cinnamyl-cocaine (methyl cinnamyl-ecgonine). 

Cocamine. «-Truxilline. + This base is 

contained in notable quantity in Truxiilo coca leaves. Hesse found 
0.6% in leaves of a different kind, and states that East Indian coca 
leaves, and especially those from Java, contain cocamine in con- 
siderable amount. Liebermann regards cocamine as identical with 
the base originally described by him as ;'-isotropyl cocaine, and 
afterward as a-truxilline; but Hesse contends that Liebermann’s 
product was a mi.xture, of which cocamine was a leading constituent.^ 

Cocamine has a bitter taste. Hesse and Stockman found its 
physiological effect to be similar to that of cocaine, but somewhat 
weaker, and its arucsthctic action especially weak. On the other hand, 
G. Falkson alludes to T'-isatropylcocainc (cocamine) as a “deadly 
alkaloid,” and Liebermann describes it as a heart-poison which does 
not produce ana'sthesia. To its presence as an impurity, the occasionally 
highly toxic effects of commercial cocaine are not improbably due. 

Cocamine is precipitated by alkali hydroxides and ammonia from 
solutions of its salts, and after exposure at the ordinary temperature 
in a desiccator retains i molecule of water. It is readily soluble 
in alcohol, ether, benzene and chloroform, but differs from cocaine 
in being very sparingly soluble in petroleum spirit. Neither the free 
base nor its salts have been obtained crystallised. Repeated solution 
in hydrochloric acid and reprecipitation by soda was the process 
employed by Liebermann to purify the cocamiije from the co-occurring 
isococaminc (/?-truxillinc), which is also bitter, and produces numbness 
of the tongue very slowly by reason of its sparing solubility. 

Both cocamine and its isomeride have been obtained synthetically. 

t The composition of cocamine and its allies has formed the subject of an embittered 
controversy between Liebermann and Hesse {.Pharm. Jour., 1891 [m], 3X, 1x09, 1139; la, 
6x. 101). 
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When hydrolysed by mineral acids they yield ccgonine, methyl alcohol, 
and cocaic and isococaic acids respectively. 

Cocaic acid, CjHgO,, or called by Liebermann ;'-isa- 

tropic acid or a-truxillic acid, is produced by boiling cocamine with 
hydrochloric acid. The isomeric isococaic acid ( S-isatropic or /?-trux- 
illic acid) is the similar product from isococamine. Cocaic acid melts at 
274°, is tasteless and odourless, insoluble in water, and nearly insoluble 
in ether, from which, however, it crystallises in forms resembling ben- 
zoic acid. Isococaic (^-truxillic) acid melts at 206°. Both cocaic and 
isococaic acids yield cinnamic acid and other products on distillation. 

Benzoyl-pseudotropine, CuHi^ON.CjII^O, is a base isolated by 
Giesel from a narrow-leaved coca plant cultivated in Java {Ber., 24, 
2336). It somewhat resembles dextrococaine, but is optically inactive, 
and differs from other coca-bases in not yielding methyl alcohol on 
hydrolysis; for, when heated with hydrochloric acid under a reflux 
condenser for some hours, it is completely decomposed into benzoic 
acid and pseudotropine, C\H,50N. In this respect the base re- 
sembles atropine and the other tropelncs.^ Benzoyl-pseudotropine 
is obtained as a milky precipitate which does not become 
crystalline on adding sodium carbonate to the solution of one of its 
salts. The base may be extracted by ether, and on evaporating the 
solution is obtained as an oil which, when quite dry, solidifies in radi- 
ating crystals melting at 49°. It has a strong alkaline reaction, and 
is easily soluble in alcohol, ether, chloroform, benzene and petroleum 
spirit. BHCl, obtained by passing hydrogen chloride gas into an 
ethereal solution of the base, ciy\stalliscs in white needles, m. p. 271®. 
The solution gives a bulky crystalline precipitate with mercuric 
chloride. BjHjPtCl,, is a flesh-coloured precipitate, insoluble in hot 
water, alcohol and ether. BHAuCl^ crystallises from water in spar- 
ingly soluble yellow needles, melting at 208®. 7 "he picrate forms fine 
yellow needles, diflScultly soluble in w^ater. With potassium dichro- 
mate, benzoyl-pseudotropine yields a ciy'stalline precipitate, instead 
of an oily one like cocaine and dextrococaine. 

Amorphous Bases of Coca. 

In isolating cocaine there is found in the mother-liquors a variable 
quantity of a basic substance commonly known as “amorphous 

^ Liebreich finds that benxoyl-pseudotropine introduced into the ^es of rabbits occasions 
strong local ansssthesia and a slight enlargement of the pupil, in this respect acting more 
like cocaine than atropine. 
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cocaine,” while the names cocaicine and cocainoldine have also been 
applied to it. Amorphous cocaine is described by R. Stockman {Phartn. 
Jour., 1887 [Hi], 17, 861) at ranging in colour from dark yellow 
to dark brown, and consistence from that of treacle to a sticky tenacious 
solid, having a peculiar smell resembling that of nicotine, and a bitter 
and aromatic taste. Stockman concludes that “amorphous cocaine” 
is in reality a solution of ordinary crystalline cocaine in hygrine, the 
liquid alkaloid said to have been found in coca leaves by Lassen. 
The amorphous alkaloid is extracted from the coca in greater or less 
amount by the process now employed by manufacturers, and its pres- 
ence is considered by Stockman to account for certain disagreeable 
effects resulting from the employment of cocaine containing the impu- 
rity. Thus if the hydrochloride of the impure alkaloid be used to 
produce amesthesia of the conjunctiva considerable irritation ensues. 

W. C. Howard {Phartn. Jour., 1888 [Hi], 18, 71) to a certain extent 
agrees with Stockman’s view as to the nature of amorphous cocaine. 
He found that when the solution of the bases of coca in hydrochloric 
acid was completely precipitated with platinic chloride, and the liquid 
filtered after standing over-night, the mixed platinum salts obtained 
were amorphous or semi-crystalline, and somewhat light in colour. 
When the precipitate was washed with a large quantity of water at a 
temperature not exceeding 80®, the cocaine platinichloride dissolved, 
and the alkaloid could be obtained therefrom in a crystalline state. 
The fraction of the platinum salt insoluble in water when decomposed 
by hydrogen sulphide, and extracted with ammonia and ether, left 
on evaporating the ether a liquid base which thickened considerably 
on keeping, but in which no crystals appeared even after a week. It 
had an intensely bitter taste, formed an uncrystallisable hydrochloride, 
and a platinichloride containing 18.5% of platinum (against 19.3% in 
the cocaine salt)‘ and not affected by hot water, all of which characters 
distinguish the base from the description of hygrine given by Lossen 
(Annal. der Phartn., 71, 374). 

O. Hesse states that when working on tlv^ bases from the broad- 
leaved coca, separating the cocaine as hydrochloride “by a special 
process,” and ascertaining the absence of cocamine, the residual 
mixture was dissolved in dflute hydrochloric acid and the solution 
treated with ammonia in excess. This process of solution and repre- 

> Hetse {Pkorm. Jour., t8S8 [m*], xS, 7x. 4^7) considera that Howard’s platinum salt 
was hydrated, being in reality the chloroi^tmate of an amorphous base isomeric with 
cocaine. 
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cipitation being repeated until the precipitate dissolved in hydrochloric 
add gave a solution which showed no fluorescence on dilution with 
water, thus proving its freedom from hygrine. The predpitate, after 
being further washed with water at 8o®, gave a melted mass which was 
spread on glass plates and dried at 60®, by which means it was obtained 
in transparent, brittle, hygroscopic lamina which were nearly insoluble 
in water and alkaline liquids, but dissolved readily in alcohol, ether^ 
chloroform, benzene and petroleum spirit. The solution was alkaline 
to litmus, but without effect on phenolphthaleln {Pharm. Jour.y 1888 
[m], 18, 71, 437). Wlien boiled with alcoholic barium hydroxide, or 
heated in a sealed tube with hydrochloric acid, the amorphous base 
yields benzoic acid and another product not yet identified. 

From a later investigation {ibid.y 19, 867), Hesse concludes that 
the amorphous bases from true coca consist cliiefly of benzoyl com- 
pounds of an oily non-volatile base, together with some cocamine; 
while, on the contrary, those obtained from Truxillo leaves consist 
essentially of cocamine, and the cinnamyl compounds of the before- 
mentioned oily base; and the cocamine is in each case accompanied 
by a base containing H, less than cocamine. 

A specimen of the amorphous base from coca examined by B. H. 
Paul {Pharm. Jour., 1888 [m], 18, 784) is described by him as being 
pale yellow, and of the consistence of thick Canada balsam. It had 
a faint odour at once suggestive of benzoin and butyric acid, and a 
distinctly bitter taste, but produced no anaesthetic effect on the tongue 
until after the lapse of some minutes, and then very slight compared 
with that produced by cocaine. 

A residue from the preparation of *‘cocaidine’* from amorphous 
cocaine has been loosely given the name of “hygrine.’^ 

Hesse points out that hygrine probably does not pre-exist in coca 
leaves, but is a product of decomposition. He states that when sound 
coca leaves are moistened with ammonia, shaken with ether, and the 
ether treated with dilute hydrochloric acid, the acid liquid on dilution 
at first shows no fluorescence, but after a time exhibits this character 
distinctly. 

R. Stockman {Pharm. Jour., 1888 [Hi], 18, 701) states that “hygrine” 
exists in coca leaves in very minute quantity only, and some manufac- 
turers never meet with it. He found it in cocaine mother-liquors given 
him by Messrs. Howard & Sons, and notably in the alcoholic tincture 
oijresh coca leaves. Stockman finds “hygrine” to distil very imper- 
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fectly with steam in presence of cocaine. The whole of the statements 
respecting “hygrine” require confirmation. 

Hygrine properly speaking has the formula CgHjjON and is 
obtained form the Cusko bark. 

Assay of Fluidextract of Coca. Gravimetric Alkaloidal Determi- 
nation. Th. Roder {Pharm. Ztg.^ 1906, 322) recommends the following 
method for estimating the alkaloid in fluidextract of coca: Place 
15 grm. of the fluidextract into a 250 c.c. flask, add 120 grm. of petro- 
leum ether and 10 c.c. of ammonia water, and shake 2 hours. After 
subsidence, decant 100 c.c. of the petroleum ether solution carefully, 
shake it out successively with 30, 20, 10 and 10 c.c. of 0.5% hydro- 
chloric acid, supersaturate the united acid liquids with ammonia 
water, add 100 c.c. of ether, and shake the mixture frequently during 
one or two hours. Carefully decant 80 grm. of the ether solution, 
filtering if necessary through a dry folded filter, into a dry weighing 
flask, carefully evaporate the ether, dry for 3 hours at 100°, and weigh. 
The weight so ascertained, multiplied by 10, gives the alkaloid content 
in 100 grm. of tlic fluidextract. 

Coca Leaves, 

The coca leaves occurring in commerce are chiefly of two kinds, 
the one being obtained from Erythroxylon coca, ^ which was the original 
trade-product, and the other, which is of more recent importation, 
derived from Jamaica and St. Lucia. Coca leaves contain, in addition 
to the ordinary plant-constituents and the characteristic alkaloids, 
cocatannic acid. 

Cocatannic acid (C. J. II. Warden, Pharm. Jour., 1888 [Hi], 18, 
985) has the probable composition C,^H,j, 0 ^. It forms a sulphur- 
yellow powder, which appears under the microscope in filiform crystals 
interlaced in masses. It melts at 189-191° to a deep red liquid, and 
is only slightly soluble in cold water, cold absolute alcohol, ether and 
chloroform. In hot water it dissolves more readily, and rather freely 
in boiling absolute alcohol. A hot aqueous solution of cocatannic acid 
has an acid reaction. It yields no reaction with ferrous salts (according 
to some observers, green), but with ferric gives a dark green colouration, 
and reduces silver nitrate slowly in the cold and immediately on heating, 
but not Fehling’s solution. It does not precipitate gelatin. The 

* The coca plant is a small shrub from 4 to 6 feet in height, growing and largely ctiltivaied 
in Peru and Bolivia, and, to some extent, in BasirL and the Argentine Repuolic. 
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alcoholic solution gives, with alcdiiolic lead acetate, a precipitate 
varying from yellow to orange-red. When heated with hydrochloric 
acid to loo®, cocatannic add yields a glucose and a phlobaphenc. 
The products of potassium hydroxide fusion do not appear to be 
characteristic. They are said to indude butyric and traces of ben- 
zoic add. 

C. J. H. Warden {Pharm. Jour.^ 1888 [tit], 18, 1010, 1027) has 
observed that coca leaves which are rich in cocatannic add also contain 
much alkaloid, and suggests, with much probability, that the cocaine 
and allied alkaloids of coca leaves exist in combination with cocatannic 
acid. Warden, in 9 specimens of the dry leaves from plants grown in 
different parts of India, found from 6.36 to 12.64% of ash (average 
8.85%), and from 0.358 to 1.671% of “crude alkaloid” (average 
0.982%). Warden did not succeed in obtaining a crystalline alkaloid 
from Indian coca, but does not consider the non-crystalline character 
detracts from its physiological activity (?). 

A. G. Howard {Pharm. Jour.y 1889 [in’], 19, 569) has published 
analyses of a large number of coca leaves from different sources. 
His results show that while Erythroxylmi coca yields about 0.75% of 
alkaloid, the proportion obtainable from most other species of Ery- 
throxylon is extremely insignificant, and in some cases the alkaloid is 
wholly absent. In Brazil alone there are upward of 80 species of 
Erythroxylon. 

The following is the method of assay of coca leaves of the United 
States Pharmacopaia, Eighth Revision (1900). This method should 
be used in all work that in any way comes under the U. S. Food and 
Drugs Act. 

Coca, in No, 60 powder, 10 grra.. 

Chloroform, 

Ether, 

Normal sulphuric acid V. S., 

Ammonia water. 

Distilled water, • 

N / 10 sulphuric acid, 

JV/so potassium hydroxide, 

Cochineal or iodeosin solution, each, a sufficient quantity. 

Place the coca in an Erlenmeyer flask, add 50 c.c. of a mixture of 
chloroform i volume and ether 4 volumes and insert the stopper 
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securely. Allow the flask to stand 10 minutes, then add 3 c.c. of 
ammonia water mixed with 3 c.c. of distilled water, and shake the 
flask well, at frequent intervals, during i hour. Then transfer as 
much as possible of tHe contents of the flask to a small percolator 
which has been provided with a pledget of cotton packed firmly in the 
neck, and insert in a separator containing 6 c.c. of N/ 1 sulphuric acid, 
diluted with 20 c.c. of distilled water. When the liquid has passed 
through the cotton, pack the coca firmly in the percolator with the aid 
of a glass rod, and, having rinsed the flask with 10 c.c. of chloroform- 
ether mixture, transfer the remaining contents of the flask to the per- 
colator by the aid of several small portions (5 c.c.) of a chloroform- 
ether mixture, using the same proportions as before, and continue the 
percolation with successive small portions of the same liquid (in all 
50 C.C.). Next, shake the separator well for i minute, after securely 
inserting the stopper, and when the liquid has completely separated, 
draw off the acid liquid into another separator. Add to the chloroform- 
ether mixture 10 c.c. of a sulphuric acid mixture, using the same pro- 
portions as before, agitate well and again draw off the acid liquid. 
Repeat this operation once more, drawing off the acid solution as 
before into the second separator, introduce a small piece of red litmus 
paper, add ammonia water until the liquid is distinctly alkaline, and 
shake out with 3 successive portions of ether (25, 20 and 15 c.c.). 
Collect the ether solutions in a beaker, place it on a water-bath filled 
with warm water, and allow the ether to evaporate entirely. Dissolve 
the residue in 3 c.c. of ether, and let this also evaporate completely. 
To the alkaloidal residue add 4 c.c. of N/ 10 sulphuric acid, and five 
drops of cochineal or iodeosin solution, then titrate the excess of acid 
with AT/ 50 potassium hydroxide. Divide the number of cubic centi- 
metres of N/$o potassium hydroxide used by 5, subtracting this 
number from 4 (the 4 c.c. of iV/io sulphuric acid taken), and multiply 
the remainder by 0.03 and this product by 10, to obtain the per- 
centage of ether-soluble alkaloids contained in the coca. 

The following method is given as it is a gravimetric method, based 
upon the well known and much used Keller* method of alkaloidal 
assay: 

K. de Jogg {Chem. C, Bl.^ 1905, 2, 16) recommends the following 
modification of Keller’s method for the assay of coca leaves: 25 grm. 
of the dried and powdered leaves are moistened with 10 c.c. of ammonia 
and shaken during half an hour with 20 c.c. of ice-cold ether in a well- 
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closed flask. The mixture is then shaken with 6o c.c. of ice water, 
and filtered through cotton, and loo c.c. of the filtrate are shaken out 
in a separatory funnel successively with 50 and 25 c.c. of 0.5% 
hydrochloric acid, filtering the acid solutions through a well wetted 
filter. After shaking the filtrate once with ether, it is neutralised 
with ammonia, and shaken out successively with 50 and 25 c.c., and 
a third and fourth portion of a few c.c. of ether is distilled off from 
the united solutions, and the last traces of adhering water are removed 
from the residue by alternately heating and passing air through the 
weighing flask. The residual alkaloid represents all the bases con- 
tained in the coca leaves except the benzoyl-ecgonine {Pharm, 
i ^ 7 *) 

Although not presented in the form of a regular assay method of coca 
alkaloids the following experimental work of William Garsed (Pharm. 
Jour.f 1903, 784-791) is worthy of consideration. Several alternative 
methods are discussed and the author’s conclusions are given. 

Process No. i. The crude alkaloid is weighed, dissolved in dilute 
sulphuric acid and subjected to the action of potassium permanganate. 
The unoxidised alkaloid is re-extracted and weighed ; the loss in weight 
represents the amount of cinnamyl-cocaine present. The re-extracted 
alkaloid is then subjected to alkaline hydrolysis, and the truxillic and 
benzoic acids separated by taking advantage of the insolubility of the 
former in water. From the quantity found of each, the respective 
amounts of truxilline and cocaine originally present can be calculated. 
This process admits of the direct determination of the benzoic acid. 

Process No. 2. The crude alkaloid is at once subjected to alkaline 
hydrolysis, the cinnamic acid determined by the bromination method, 
and the truxillic acid by taking advantage of its insolubility in water. 
The amount of truxilline and cinnamyl-cocaine present b then cal- 
culated, and the difference between the combined weight and the 
weight of crude alkaloid originally taken represents the amount of 
cocaine present. 

Each process was tried on 2 samples of crude alkaloid, extracted 
respectively from Truxillo and Java leaves. The results are given in 
the following table: 
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ALKALOID FROM TRUXILLO COCA. 


Crude alkaloid taken 

Process No. i 

1 Process No. a 

1 

o.i540 gTm. 

0.1333 grm. 


Truxillinc found 

Cinnamyl-cocaine found 

Cocaine found 

j Grm. % 

... 1 o.oaSo— x8.a 

0.0356 — 33.1 
0.0800 — 53.0 

Grm. % 

0 . 0330 — 17.8 

0.0165 — 13.4 
0.084 7 “68. 8 
(by difference.) 

Total found ... 

0 1436-93.3 j 

0.1333 — 100.0 

ALKALOID 

FROM JAVA COCA. 



Process No. I 

Process No. 3 

Crude alkaloid taken 

I - _ _ ■ ■ ■“ 1 



; 0.3010 grm. 1 

0. a 108 grm. 

Truxillinc found 

Cinnamyl-cocnjno found 

Cocaine found . 

i Grm % 

1 o 0164— 8 r 

! 0 1034 — 51 0 

0 0740-37.0 

Grm, % 
0 . 0197 “ 9.3 
0.0801 —38.0 

0 irio-53 7 
(by difference ) 

Total found 

0 1038 — 96 I 

0 3108 — 100.0 


The process appeared equally good as far as the determination of 
truxillinc is concerned; process No. 2 has the advantage that the cocaine 
is estimated by difference; in process No. i the cinnamyl-cocaine is 
estimated by difference, and comes out considerably higher than in 
process No. 2. This is what may be expected, as any impurities 
oxidisable by permanganate would be calculated as cinnamyl-cocaine. 
The sum of the presentage results in process No. i is over 90, and as 
it is certain that cocaine and truxillinc are practically unaffected during 
die oxidation of the cinnamyl-cocaine, preference must be given to the 
permanganate process. In process No. 2, the fact that cinnamic acid 
readily absorbs bromine, while benzoic and tnixillic acids, being 
saturated substances, do not absorb any bromine, is utilized for the 
direct estimation of the cinnamyl-cocaine. 

H. T. Pfeiffer {Chem. Zeii.y 1887, ii, 783, 8*18) has described the 
following process of manufacturing crude cocaine hydrochloride direct 
from coca leaves: The disintegrated leaves are digested in closed 
vessels at 70® for 2 hours, with a very weak solution of sodium hydrox- 
ide and petroleum boiling between 200-250°. The mass is filtered, 
pressed while still tepid, and the filtrate allowed to stand until the 
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petroleum has completely separated from the aqueous liquid. The 
former is then drawn off and carefully neutralised with very weak 
hydrochloric acid, when a bulky, white precipitate of cocaine hydro- 
chloride is obtained, together with an aqueous liquid from which a 
further quantity of the salt can be recovered by evaporation. 

The dried product contains about 75% of real alkaloid, besides 
traces of “hygrine,” gum, and other matters. A repetition of the 
process proved that the whole of the alkaloid was removed by a single 
treatment. The sodium hydroxide cannot be substituted by lime, nor 
the hydrochloric acid by other acid. 

For the assay of coca,^ v. d. Marck {Jour. Pharm. [t'], 20, 500; 
Analyst^ 1889, 14, 115), after a trial of various processes, recommends 
that 50 grm. of the leaves should be mixed w'ith 20 grm. of calcined 
magnesia and moistened with a little winter, dried at 60°, and the 
mixture exhausted with ether. The etlicr is distilled off, and the 
residue treated with 30 c.c. of 2% hydroddoric acid. The solution is 
filtered, and repeatedly shaken wdth ether to remove colouring-matters. 
Ammonia is then added, and the cocaine extracted by shaking 3 times 
with 25 c.c. of ether. After standing for a short time over some frag- 
ments of calcium chloride, the ether is evaporated, and the residual 
alkaloid wTighed. 

A more detailed method based upon the decomposition of the cocaine- 
containing substance (glucoside) with magnesia and estimation of 
total alkaloids has been proposed by E. Leger (/. Pharm. Chim., 
1901, 19, 334). Having determined the amount of moisture in a small 
amount of the powdered leaves, a quantity of the .same powder equiv- 
alent to 25 grm. of the dried leaves is intimately mixed into a mortar 
with 5 grm. of magnesia and 15 c.c. of distilled water. The mixture 


* Cocaine Estimation as Di-iodo-cocaine hydriodide. W Garsel and J N. Collie {Proc 
Chtm. Soc , 1907, 17, 89) have communicated the result of their researche. undertaken 
with the object oi finding a method for the fairly accurate estimation of cocaine in small 
quantities, either when free nr mixed with benzoyl ccgonine and ecgoninc, the products of 
hydrolysis of pure cocaine. The estimation of cocaine in presence of cinnamyl cocaine and 
isatropyl cocaine, and other substances with which it is associated in coca leaves has, 
however, not been attempted. When a solution of cocaine in the form of a salt containing 
about of cocaine base is titrated by adding excess of N/io iodine solution till the 
supernatant iiquid contains excess of iodine, a precipitate of Di-iodo-cocaine hydriodide, 
CuHjiOiN, Hilt, is formed. The excess of iodine in solution can then be estimated by 
a N/10 sodium-thiosulphate solution. The precipitate di-iodo-compound can be collected 
and weighed, or the cocaine estimated by the amount of iodine used. Any cocaine can 
be used, since the potassium iodide in the solution reacts with the salt producing the 
Iodide. Di-iodo-cocaine hydriodide is a remarkably sUble and crystalline compound, 
crystallising in large glistening crystals oi constant composition. Cocaine can be 
estimated in presence of eegonine, as ccgonine forms a soluble iodo-coropound. Benzoyl 
eegonine, however, interferes to a considerable extent with the estimation of cocaine. 
Making use of the fact that both benzoyl eegonine and eegonine are insoluble in ether or 
^ht petroleum, a separation can be effected, as cocaine is soluble in both these solvents. 
Tno extracted cocaine can then be weighed directly or titrated with iodine. 
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is introduced into a i -litre wide-mouthed, glass-stoppered flask, and 
treated with 625 c.c. of ether, sp. gr. 0.721, saturated with water. 
The flask is then stoppered, tied down with a piece of cloth, well 
shaken up, and set aside for 12 hours, with frequent agitation. The 
whole is then shaken up, transferred to a filter, the filtrate collected 
in a 500 c.c. graduated flask, the funnel being covered with a glass 
plate during filtration. The 500 c.c. of filtrate thus collected, equiv- 
alent to 20 grm. of dry powder, is distilled in several portions from a 
dry 250 c.c. flask by plunging the latter in warm water. The green 
residue is dissolved in 20 c.c. of neutral ether, 10 c.c. of N/ 10 hydro- 
chloric acid, and 20 c.c. of water are added, the flask covered with a 
rubber stopper and agitated. The whole contents are then transferred 
to a separator, and the acid liquid, after separation, withdrawn into a 
conical flask. The ether layer is then twice shaken out with 25 c.c. 
of distilled water, these washings being added to the acid liquid in 
the flask. This acid solution is filtered through a moistened double 
filter into a wide-mouthed glass-stoppered 500 c.c. flask, and the filter 
thoroughly washed through into the same. Sufficient distilled water 
is added to make up the volume to 150 c.c., when suflScient neutral 
ether to give a layer i cm. deep is added. 5 or 6 drops of 0.2% iodeosin 
solution are then added, and the amount of free acid titrated back in 
the usual manner with N/io potassium hydroxide solution. The 
number of c.c. of acid thus found to be combined with the coca alka- 
loids, multiplied by 0.1535, gives the percentage of these in the powder. 

For the estimation of the cocaine in coca leaves, A. B. Lyons (Jour. 
Pharm. [v], 13, 197) recommends that the finely-powdered leaves 
should be macerated for 24 hours with 8 times their weight of a mixture 
of 95 volumes of ether with 5 of ammonia. From an aliquot part of this 
liquid the alkaloid is extracted by agitation with acidified water, the 
ether separated, and the alkaloid liberated from the aqueous liquid by 
means of ammonia and again extracted with ether, which is then evapo- 
rated to dr>Tiess and the cocaine weighed. The associated bases, 
being soluble in water and insoluble in ether, remain in the ammoniacal 
liquid. Lyons states that coca leaves do not contain more than 0.8% 
of cocaine, and sometimes the proportion is as low as 0.15%. The 
leaves rapidly deteriorate in value, so that in 6 months they are 
practically worthless. The product from deteriorated leaves is always 
more or less coloured, and very little of it is crystallisable; while that 
from good leaves is almost colourless, and easily crystallises. 
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M. Bignon (Lima) states that coca leaves dried in dry weather, 
with frequent turning, and sheltered from dew and moisture,, yield 
easily 0.8% of alkaloid, and the finer sorts can give 1.0% and upward 
under exceptional circumstances. Coca leaves dried in damp weather, 
or pressed into sacks before being completely dried, undergo a gradual 
fermentation which ends in the complete destruction of the cocaine. 
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By frank O. TAYLOR. 

Opium, the nature and character of which are described at length 
on page 354, is remarkable for the large number of nitrogenised 
organic principles contained in it. Over 20 alkaloids have been isolated 
from opium and the list is probably still incomplete. Most of these 
substances have well defmed basic properties, and the majority are 
poisonous. Some of them, as morphine and narcotine, occur in 
opium in considerable quantity, but the greater number are present 
in small proportions, and are entirely absent from some samples. 

The following table exhibits the leading character of the alkaloids 
which have been recognised in opium. In some cases the basic 
character is slight, while certain of the alkaloids {e. g., pseudo-mor- 
phine, oxynarcotine) are probably dccomj>osition products. The 
quantities given as present are only approximate and may vary widely, 
particularly for morphine and narcotine. 

In addition to the alkaloids in the above list, dcuteropine, opionine, 
papaverosine, and porphyroxinc have been described, but their existence 
as individuals is very doubtful. 

With one or two exceptions, the alkaloids of opium are strictly 
peculiar to Papaver somnijerum; while, on the other hand, the poisonous 
alkaloid sanguinarine, which is present in all other papaveraceous 
plants, does not appear to exist in Papaver. Indeed, with the exception 
of protopine, which is probably identical with the interesting alkaloid 
macleyine, Cj^H^gOsN, obtained by Eykman (Year-hook Pharm., 
1882, p. 33) from Macleya^cordata (a poisonous Japanese plant), none 
of the nitrogenised substances found in opium appear to be identical 
with any of those extracted from other plants of the family. ^ 

* A identical with, or similar to. narcotine was isolated by T, and H. Smith from the 
fresh juice of the roots of Acon%tum Naptllus, but other observers have not confirmed this 
result. 
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Hydrocotamine . ’ ; CuHiiOjN. 1 Hesse ' 1S71 50° . . Well-marked .! Similar to narcotine. 
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Constitution of Opium Bases. 

Some of the opium bases are isomeric, while others are homologous, 
or else differ from each other by the increments C^IL, CO, II3, HO, or 
multiples of these. 

The tendency to combine with each other to form stable cr>^stallinc 
compounds, which renders the isolation and study of tlic cinchona 
bases so difficult (see Homoquinine), does not seem to exist in Uie case 
of the opium alkaloids. 

The various opium alkaloids may be classified broadly in 2 groups, 
the morphine group, comprising morphine, codeine, pseudomorjihinc 
and thebaine; the second, the papaverine group, consisting of most 
of the remaining alkaloids. The first group are strong bases and very 
poisonous while the second group alkaloids possess as a whole little 
physiological action. 

Since the last previous edition of this volume an immense amount of 
work has been done on the constitution of the opium alkaloids and the 
most important ones are fairly well understood, though even yet there 
remain questions such as the exact manner of attachment of the nitro- 
gen-containing chain in the morphine molecule on which there is not 
complete agreement by the most prominent investigators. Some 
alkaloids of opium, as for example papaverine and landanosine, may 
be considered as having their constitution established, and while mor- 
phine, codeine and thebaine still remain of slightly uncertain character, 
yet their relation is well understood and large numbers of derivatives 
of known constitution have been obtained. 

A theoretical discussion of the constitution of these alkaloids is out 
of place in a work of this kind except as it may have direct bearing on 
analytical work and hence only very brief statements will be included 
regarding their structure. 

Morphine^ codeine and thebaine arc .so closely related that they may 
be considered together. The early researches of Wright, Grimaux, 
Hesse, Skraup and Knorr began the attack on this problem and the 
later work of Knorr, Pschorr, Vongerichten and others has brought it 
to almost complete solution. It was early shown that morphine con- 
tained 2 hydroxyls, i phenolic and the other groups alcoholic in char- 
acter. By methylation of the phenolic hydroxyl, codeine is formed 
and in a similar manner related derivatives may be produced. Like- 
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wise add radicals may be introduced at this point giving substances 
such as acetyl morphine. 

Codeine by oxidation with potassium permanganate in acetone 
solution or by chromic acid in sulphuric acid is converted from a 
secondary alcohol into the ketone Codeinone, as shown by Ach and 
Knorr (Ber., 36, 3067), and this body may be reconverted into codeine. 
Freund (Ber.y 39, 844) has shown that thehaine may be converted into 
codeinone by first converting into bromcodeinone by treatment with 
bromine in chloroform solution and subsequent reduction of this sub- 
stance, while Knorr and Ilorlein {Ber., 39, 1409) accomplish the same 
result by boiling with Nji sulphuric acid for 6 or 7 minutes and 
shaking out this solution with ether after making alkaline. 

The most probable formula for morphine may be considered, as 
given by Knorr and Horlcin { Ber.y 40, 3341)) 

N.CH, 

cn 1 

^CH, 

CH.OII 


and the relationship of these three important alkaloids may be indi- 
cated as follows: 

— O.CH3 

C„n,,ON 

[-CH, 

Codeine. 

— O.CH, 

— C.O.CH3 

[— CH 

Thebaine. 

The poisonous characters of morphine, which are both narcotic and 
tetanic, are shared qualitatively by its derivatives, such as co<Jeine, 


-O.CII, 

C= O 

C»H,,ON , 

— CH, 

Codeinone. 
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ethyl-morphine, amyl -morphine, mono- and diacetyl-morphinc, and 
benzoyl-morphine. ^ 

When further substitution takes place, as in chlorocodeine and 
methocodeine, tlic product is not merely a nerve-poison, l)ut a muscle- 
poison. By dehydration with hydrochloric acid or zinc chloride, 
apomorphine is produced which has a physiological action mucli differ- 
ent from morphine, being strongly emetic instead of narcotic. 

Pseudomorphine was formerly represented by live formula 
Cj^IIigO^N as given by Hesse, but more recently Polstorff (Bcr., 19, 
1760) has shown that it has tlie formula C3^Il3eOeN2 or (C,;- 
with which Hesse agreed. Its formation by oxidation 
of morphine may be indicated as follows: 

2C,,H.„03N-i-0=(C,2H„03N)2l-H30. 

Morphine Phcudoinorphinc 

It probably has therefore the con.stitution of an oxydimorphine and 
as a tetracetyl derivative is produced by heating pscudomorphine 
with acetyl chloride. The four hydroxyl groups evidently remain 
intact and the hydrogen atoms lost in the formation from mor- 
phine must have been united with carbon. On the other hand, 
M. P. Cazeneuve (Compt, Rend., 1891, 112, 805) has obtained a 
violet colouring matter of definite composition by acting on morphine 
with /»-nitroso-dimcthylaniIine. This dye appears to be an indamine, 
analogous in constitution to Bindschedler’s Green; whereas, if pseudo- 
morphine were derivx*d from two molecules of morphine, the colouring 
matter would have contained two morpliine residues, and have had the 
constitution of a safraninc. 

Narcotine, CjjHjgO^N, contains three methoxyl groups, the first two 
methyl groups of which may be successively removed by heating the 
alkaloid with strong hydrochloric acid, forming, first, dimethylnornar- 
cotine and then methylnomarcotine. By further healing with fuming 
hydriodic acid the third group is removed, forming nornarcotinc and 
methyl iodide. It is a ^tertiary base and contains neither carboxyl 
nor aldehyde group. 

By heating with water under pressure at 150°, or with sulphuric 
acid or baryta-water, it is decomposed into the base hydrocotamine 
and the non-nitrogenous opianic acid, 

' By heating anhydrous morphine with excess of bcnroyl chloride to loo-i to'* a dibcnzoy 
derivative may be obtained and the diacetyl derivative may be produced in like manner 
with acetyl chloride. • 
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C23H3307N+H20=C,oHjo 05+ CjjN 15O3N. 

Narcotine. Opiantc acid. Hydrocotamine. 


By reduction with zinc and hydrochloric acid, a similar change is 
produced giving, however, in place of the opianic acid another product, 
meconin, 

C23H230,N+2lI=C,oH.oO, + C,2H,303N. 

Narcotine Meconin. Hydrocotamine 

By strong oxidation, as with nitric acid, there is formed opianic acid 
and colarnine, 

C 22 ll 330 ,N + H20-f-0 = C,JI,„0,+ C,2H,,0,N, 

Narcotino Opiamc acid. Cotamine 


and by the further oxidation of opianic acid the related hemipinic acid, 
CjoHjoOg, results. By nascent hydrogen opianic acid is reduced to 
mcconine and by the action of soda-lime gives methyl-vanillin, 
C9H10O5, which by boiling with hydrochloric acid yields vanillin, 
CgH^Oj (see Dott, Pharm. Jour, [m], 14, 641). 

The relation of these products may be shown as follows: 


CH 2 — 0 



OCH, 


OCH3 
Hemipinic acid. 


The first three bear the relation of acid, aldehyde and lactone 
having the phthalide form. 

Cotamine wns considered by Roser to have an aldehyde form, 
which w’as also favored by Freund and Becker, but Dobbie, Lauder 
and Tinkler {Proc. Chem. Soc., 19, 75) from an investigation of its 
spectrum consider it to have a carbinol form in the solid state or in 
solution in ether or chloroform, w'hich changes to an ammonium 
hydroxide form in water or alcohol. 

Salway (/. Chem. Soc,, 1910, 97, 1208) has synthesised cotamine so 
that now the synthesis of narcotine is complete. 

The formula of cotamine of the carbinol form and of hydrocotamine 
may then be given as follows: 
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CHj 

yOy\/\Cil, 


CH 


CH, 

O/Xy \C1L 


O 


■2\ I I 

0\^^^yN.CH3 
OCII3 CH.OH 

Cotariuiie. 

Taking the oxyphthalide form for the formula of opianic acid 
OH 


OCIl,, Cl I, 

Hydro*. ol.«i nine 


HC' O 


CO 


-OCH, 


OCil3 

we may then consider the formula of narcotine to be 

CII2 

/o/\/\cn, 

CH,/ 


OCH3 CH 

I 

('H— O 


^ —CO 
^--0CH3 


OCH3 

Narcoimc 


Papaverine is a weak tertiary base which was the first natural 
alkaloid shown to be an isoquinolinc derivative. It contains 4 methoxyl 
groups and on heating with concentrated hydrochloric acid at 130° is 
decomposed into methyl chloride and horaopyrocatechin. Fusion 
with alkali gives dimetiwxylisoquinoline. 


N 



-OCH, 

“OCH, 

and dimethylhomopyrocatechin 
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r^i-ocH, 

CH.— OCII, 

From this and other considerations, the formula of papaverine may 
be given as below, which indicates its relationship to narcotine, 

CHjO— 



OCII, 

Narceine is closely related to narcotine and was originally assigned 
the formula C23H20OQN+ 2H2O, but the more recent researches of 
Freund and Frankfurter (Ann., 277, 20) indicate that it should be 
C23H270gN,3H20. Roser (Ann., 247, 167) succeeded in converting 
narcotine into narceine by treating narcotine methylchloride with 
aqueous solution of sodium hydroxide when narcotine methylhydroxide 
is precipitated. On heating with steam this changes into the base 
C23H270„N.3H20. The constitution of narceine may be expressed 
by the following formula: 

CH2 

CH, 

N(CH,)2 

OCH3 CHj 
CO 

1 

1^— COOH 
1 ^-OCH, 

I 

OCH, 

Narceine. 
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Two other alkaloids related to narcotinc are Oxynarcoiinc and 
Gnoscopine. The former has the formula and dilTeis 

from narcotine in that by treatment with ferric chloride it decomposes 
into cotarnine and hemipinic acid, whereas opianic acid results from 
narcotine. The latter is probably a stereoisomer of narcotinc. Dob- 
bie and Lauder {Jour. Chem. Soc., 83, 605) have shown tlmt tlie 
absorption spectra of the 2 alkaloids is the same. 

Laudanosine may be produced by reduction of papaverine methyl- 
chloride with tin and hydrochloric acid and tlie separation of the 
racemic mixture thus formed by use of the quinic acid salts. It has 
been shown by Pictet and Alhanasescu (Bcr., 33, 2346) to be dcxlro- 
n-methyl-tetrahydropapaverine^ 

CHj 

ciisO/v^cn, 

cn,o\/\/NCH, 

CH 



OCH, 

Laudanouinc. 

Related to laudanosine are Laudanine and Laudanidine, the former 
being n-methyl-trimethylpapaverolin^, according to Hesse’s work on 
laudanosine and production of the monomethyl ester of laudanine, 
and the latter is apparently its Icvo- modification. 

General Characters of Opium Bases. 

Morphine, codeine, thebaine, papaverine, narcotine and narceine 
are the most important of the alkaloids of opium. The opium alka- 
loids form a group of which all the members exert a more or less 
narcotic and tetanising action, but in very varying degree. Thus 
morphine is almost purely narcotic and thebaine almost purely tetan- 
ising in its action.* Morphine, codeine and thebaine have strongly 

1 Thebaine appears to be the most Misonout of the leading aikaloida of opium. Papa- 
verine appears to possess only very slight poisonotis properties, if any. 
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marked !)asic characters. They are strongly alkaline to litmus, and 
afford stable salts. ^ Papaverine, narcoline and narceine, on the con- 
trary, are very weak bases (compare page 354). 

The free alkaloids of opium are generally but slightly soluble in 
water, but dissolve more readily in alcohol. In many instances the 
solutions of the free alkaloids are strongly alkaline to litmus. On the 
other hand, certain of them (e. g., morphine, narceine, laudanine) ex- 
hibit a distinct phenoloid character, and form definite compounds with 
the alkalies. The different behaviour of tlic opium bases to slovents 
affords a valuable means of distinguishing and separating them. 
They are precipitated from concentrated solutions of their salts by alkali 
hydroxides and alkali carbonates, some of the precipitates dissolv- 
ing in excess of the reagent. Most of the opium alkaloids (except 
papaverine and laudanosine) have a locvorotatory action on polarised 
light, but the specific rotatory power varies so greatly with the solvent 
and the concentration of the solution that the fact has a very limited 
practical value. Many of the opium alkaloids furnish characteristic 
colour-reactions when treated with strong acids and oxidising agents, 
which, with observations of their m. p., crystalline form, and be- 
haviour with solvents, will suffice for the recognition of most of them 
when in an unmixed state. Their separation is described on page 
370, et seq. 


Behaviour of Opium Bases with Solvents. 

The following table shows the recorded behaviour of the opium 
bases with solvents though in some cases, notably morphine, widely 
discrepant statements exist so that the figures are in some cases only 
approximate. Several of the more important derivatives of morphine 
and codeine are included in a second table. The figures are the nuip- 
ber of parts of the solvent required for the solution of i part of the 
alkaloid. 

The solubility of opium bases, as of other substances, is much 
affected by the physical condition of the alkaloids, and to some extent 
by the manner of making the experiment. 

I Codeine is distinctly more strongly basic than morphine, and a method of determining 
the former alkalotd has been based on the fact. 



Cold j Hot 1 1 i 




Water ! Water with 
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Colour Reactions of Opium Bases. 

Many of the opium alkaloids give brilliant, and in some cases 
characteristic, colour reactions with mineral acids, with or without 
the aid of heat and the addition of oxidising agents. The colours 
obtained vary somewhat with the mode of applying the test and with 
the oxidiser employed. The colours obtained are modified in a 
marked manner by very slight traces of oxidising agents in the sulphuric 
acid used, and hence this reagent should be scrupulously free from 
iron and oxides of nitrogen. K. Kauder recommends that the purity 
of the sulphuric acid should be tested by codeine, which should give 
no colour even on heating, while in presence of tJic faintest trace of 
iron, such as may be taken up from long keeping in a bottle of common 
glass, a violet colouration is produced. 

The colour reactions of the opium alkaloids arc best observed in 
the manner described in detail on page 367 et seq. 

Many of the colour reactions of die opium bases defy classification, 
and such of these as appear of value are described under the alkaloids 
to which they refer; but die accompanying tables show many of the 
better-known reactions of the more important opium bases, according 
to die most reliable observers. 

If a trace of narceine be evaporated with dilute sulphuric acid at 
100° a beautiful violet-red colouration appears as soon as the liquid 
is sufficiently concentrated, changing to cherry-red by continued 
heating. After cooling, die addition of a trace of nitric acid or a 
nitrite produces bluish-violet streaks in the red liquid. The test, 
which is due to Plugge (J, Chem. Soc.y i888, 52, 870), is said to be very 
delicate and characteristic. With traces of morphine, codeine, or 
papaverine the liquid remains quite colourless; with larger quantities 
of eidier of the two former bases a faint rose-red tint is obtained, with 
thebaine a greenish-yellow to brown colour, and with narcodne a red 
to reddish-browTi. 

According to Serena {Analyst, 1885, 10, 149), the following colour 
reactions are produced on treating certain of the opium alkaloids 
successively with a few drops of concentrated sulphuric acid and a 
very small quantity of a dilute solution of ferric chloride, with the aid 
of slight heat 
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Alkaloid 

With sulphuric acid 

On adding feme cliloride 

Apomorphine 

, Not changed 

Violet streaks at point of coiu.o.1, 
the bluish green mass bcu'iv- 
ing light Molct on he.ating 

Codeine 

Light violet-rcd, deepened by 

1 heat. 

Sky-blue 

Papaverine^ 

Pun’hsh-red 

Colourless, on healing, vmli't 

Opionine . 

No colouration 

Orren, rapidly becoming thep 
blue 

Narceine . 

CofTcc brown 

llluish green. 

Codamine 


Oreen-bluc, at loo"^, violet 

1 


The following table shows the colour reactions observed by Hesse 
(J. Chem. Soc.j 24, 1905, 1064) when certain of the opium bases are 
treated with pure concentrated sulphuric acid, and with acid containing 
traces of oxide of iron or oxitles of nitrogen. The reactions with ferric 
chloride arc also shown. 


Alkaloid 

I With pure suljihuru acul 

With a< id containing 
t'Xule of lion 

i With feme 
ehlurnle 


j At 20 '- 

At I so” 

At 20” 

At 1 so” 


Codeine 

Colourless | 

Dirty green • 

blue 

Dirty gie» n 

1 No reaction 

Codamine 

Colourlcs-) j 

Dirty red 

1 \H'lel 

Intense 
pjeen blue 

Deep \i(;let 

Dark green 

Lanthopine 

Colourless i 

Hrowmsh- 

\illow 



No reaction 

Laudanine 

Very faint 
rose -red i 

i i 

Deep rcri- 
violet j 

Intense ru'-e 
eolouT 

( ireen. 
elianging to 
deep violet 

Kmerald- 
grcin * 

Laudanosine 

Faint rose- 
^ red 

i 

! 

Deep red- . 
violet ! 

1 

Hrow nish- 
n d (resi rn 
filing 1 (ilialt 
ml I ate so- 
lution) 

(irein. 
changing (0 
tltep \ lolct 

; No reaction. 

Protopine 

Yellow . 

1 changing to 
j red and 

1 bluish red 

Dirty green- 
ish brown ^ 

Deep Violet 

Dirty green- ] 
; ish brown, j 

No reaction. 

Cryptopine 

, Violet. 

changing to 
green and 
yellow 

Dirty green 

Deep Violet 

Dirty green . 

i 

No reaction. 

Hydrocotamine. . . 

Yellow . 1 

Cnmson-re<l . 


1 Dirty red- 


changing toi 
dirty red- ' 
violet. ! 


j violet. 



» According to Pictet and Kramers (Brr , 1910. 43. nao) no colour with sulphuric acid 
is pure. If containing some cryptopine, bluish-violet changing to green and yellow 

* According to E. Kauder (Phorm. Journ [III], 18, i^o). if the sulphuric acid be quite 
pure no colouration is yielded with codeine even on heating, but a blue colour is produced 
if traces of iron be present 

• According to Merck, laudanine gives a violet colour with ferric chloride. 
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Cryptopine dissolves with violet colour, changing to deep blue, 
and fading to greenish on standing or heating to 150®. In presence 
of oxide of iron, cryptopine is said to dissolve in sulphuric acid with 
deep violet-rose colour, changing to violet and deep blue, and be- 
coming greenish on heating to 150° The hydrochloride gives a 
yellow coloration when first treated with acid. 

A. Pfister {Chem. Ztg. Rep.y 1908, 32, 494) gives the following colour 
reactions for several opium alkaloids and derivatives. 


Reagents and reactions 


Alkaloid 

Frohde's 

Mandc- 

hn's 

Marquis' 

Lafon’s 

a% 

aqueous 

furfurol 

Ferric 

chloride 

Apomorphine 

Green 
changing 
to blue 

Green 
changing 
to blue. 

Violet. . . . 

Blue to 
greenish- 
brown. 

Evanes- 
cent red ; 
violet 
with heat 

Red coffee 
color. 



Green; 
with heat 
blue. 

Violet. . . . 

Green j 

j 



blue. 


Dionine 

Green; 
with heat 
blue. 

Greenish- 
yellow , 
with heat 
green 

Blue.... 

Green . 

Purple. . . 


Heroin 

Purple . . . 

Light 

green 

1 Mulberry 
colour, 

1 with heat 

! 

Green. 

i ! 


Morphine 

Purple. . 

! 

Purple . 

(>rcen . 

Purple. . . . 

Green. 



Narceine 

Yellowish- 

j Orange, 
with heat 

1 

Yellow . . 

Bluish- 

brown. 




brown; 
with heat 
brick red 



Narcotine 

Intense 

Red 


Greenish- 
brown; 
with heat 
blood- 
red 




green; 
with heat 
greenish- 
brown. 






Thebaino Red .... Red .... Red i | Evanes- i 

I cent red | 


J. 


Hesse employs the colour reactions of the opium bases with pure 
sulphuric acid as a means of grouping them, thus; 




COLOUR REACTIONS OF OPIUM BASES. 


369 


Colouration at iso®. 

Alkaluids 

Dirty dark green 

. . ’ Codeine, morphine, pscudoniorphine 

Dirty red- violet 

.. Codamine, laudaninc, laudanosme, narcotine, hydfLi- 
cotamme. 

Dirty green to green-brown. 

, . . Thebaine, cryptopine, protopme 

Dark violet or blue 

. . Papaverine ‘ 

Black-brown to dark brown . . . 

. . Narceine, lanthopine. 


With acid containing iron, codamine, laudaninc and laudanosine 
are stated to give a dark violet colour, while narcolinc and hydro- 
cotamine react in the same way as with pure acid. 

It will be seen that several of the reactions described by Hesse differ 
in a marked manner from those recorded by other observers. As in tlie 
case of other colour observations, the only safe way is to compare the 
substance under examination side by side with products of known 
purity. 

Lafon’s reagent, prepared by dissolving i grm. of ammonium selenite 
in 20 c.c. of cone, sulphuric acid, is stated by da Silva {Compt. Rcnd.y 
1891, 1 12, 1266) to give the following colour reactions with the opium 
bases: Codeine, magnificent green colouration; morphine, greenish- 
blue, changing to chestnut-brown; narcotine, blue, turning \iolct and 
then reddish, with slight reddish precipitate after long standing; 
narceine, yellowish-green, changing to brown and red, with red pre- 
cipitate on standing; papaverine, blue, passing to dull green, violet and 
red, with a slight bluish precipitate on standing. 

By heating morphine with sulphuric acid and then adding a little 
chloral, on stirring a violet colour appears. With codeine a bluish- 
green colour is produced which gradually changes to red and the 
change may be made more rapid by adding water or solution of sodium 
hydroxide By the same treatment dionin reacts as does codeine, and 
heroin gives a brownish-red colour. The oUier papaveracc^c alkaloids 
are stated not to give colour tests in this manner. 

With a reagent consisting of a 10% solution of hexamethylene- 
tetramine in sulphuric acic> colour tests are given as follows: hforphine, 
purple; Codeine, bluish, turning green; Apomorphine, bluish- violet; 


sutes that, when absolutely 

sulphunc aad without blue^col^r w produced *Dott also obtain# no colours- 

, A .cd coiourat.o» bator. 

U £<S«naiy da. to thebam.. Sm aUo not. .. on pag. ,67. 

VOL. VI. — 24 
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Narceine^ saffron yelJow; Papaverine^ lilac, turning violet; Heroin, 
light yellow, becoming deep yellow and finally dark blue. 

For a description of several colour tests for narceine, narcotine and 
papaverine, some of which are similar to those already described, see 
Reichard {Plmrm. Centr.-h,, 1906, 47, 1028; 1907, 48, 44, 288, 313, 
and 334 or J. Chem. Soc., 1907, 92, 319, 414 and 592.) 

Estimation and Separation of Opium Bases. — Morphine, 
codeine, and thebaine may be titrated with ease and accuracy by a 
standard mineral acid, using litmus or methyl-orange as an indicator. 
On the contrary, they have little or no action on phenolphthalein, the 
reaction with which, however, is not sharp in the case of morphine. 

Papaverine, narcotine and narceine, on the contrar)% do not affect 
litmus, and their salts may be titrated with litmus and standard alkali, 
just as if the acid were uncombined (Plugge, Pharm. Jour., 1890 [in], 
20, 401); and the first two of them evince their feeble basic characters 
by the fact that they are extracted by chloroform from acid solutions. 
Their salts, especially with certain organic acids (e. g., acetic, benzoic), 
are very unstable, many of them being decomposed slowly by cold and 
rapidly by hot water. Hence, when a compound of the alkaloid with 
a mineral acid is treated with a neutral solution of acetate of sodium, 
or even with a slightly acid solution, the free alkaloid is precipitated.^ 
A faintly acid solution of sodium acetate will indicate i part in 40,000 
of narcotine, i in 30,000 of papaverine, and i in 600 of narceine, none 
of the other opium bases being precipitated. 

On the foregoing and similar facts, P. C. Plugge {Analyst, 1887, 
12, 197) has based the following process of separating the leading 
alkaloids of opium. The aqueous solution of the hydrochlorides is 
mixed with a concentrated solution of sodium acetate, and filtered 
after 24 hours. The precipitate, consisting of pure narcotine and 
papaverine, is washed with a little water, and dissolved in a minimum 
of dilute hydrochloric acid. The liquid is diluted till it contains not 
more than 1/400 of narcotine, when potassium ferricyanide is added. 
This precipitates papaverine very perfectly. After standing 24 hours 
the liquid is filtered, and the precipitate of papaverine hydroferricyanide 
either weighed as such, or washed with a little water, decomposed by 
dilute sodium hydroxide, and the liberated alkaloid dissolved in dilute 

^ThU observation is due to P. C. Plu^e {Arch. Pharm. [ml, 24, 994; Analyst, 1887, 13 , 
ZQ 7 ). The reaction not only distinguishes papaverine, narcotme and narceine from mor- 
phine, codeine, and thebaine, but also from caffeine, cocaine, conine, atropine, pilocarpine, 
a^chnine, brucine, quinine, cinchonipe and cinchonidine. The cinchona baises are pre- 
cipitated if the sodium acetate is at all alkaline. 
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acid and reprecipitated with ammonia. In the filtrate from the pre- 
cipitate produced by the ferricyanide the narcotine is precipitated by 
ammonia. The filtrate from the precipitate produced by sodium 
acetate is concentrated to a small volume at 100°, cooled thoroughly, 
and filtered after 24 hours. The deposited narceine is filtered off, and 
washed with a little water. The filtrate is mixed with a strong solution 
of sodium salicylate, and the ciy'stallinc precipitate of thebaine salicylate 
separated after 24 hours, and washed with a little water, dried at 100°, 
and weighed. On subsequent treatment on the filter with dilute sodium 
hydroxide or ammonia, till the wasliings are free from salicylic acid (as 
indicated by evaporating to dryness, and the non-production of a violet 
colouration on moistening the residue with ferric chloritle), pure thebaine 
is left. The filtrate from the thebaine salicylate is acidified with hydro- 
chloric acid, the precipitated salicylic acid filtered off, and the filtrate 
repeatedly shaken wdth chloroform. I'his dissolves the remaining 
salicylic acid, and traces of narceine and thebaine, which may be 
recovered by evaporating the chloroform. The acid liquid separated 
therefrom is concentrated somewhat, made exactly neutral to litmus, 
and mixed wdth potassium thiocyanate (sulphocyanide), which throws 
down the codeine as an acid thiocyanate. 24 hours should be allowed 
for its complete separation.^ The filtrate .should be treated with a 
slight excess of ammonia, and time allowed for the separated morphine 
to become crystalline. The liquid is then shaken with chloroform or 
ether to remove the remainder of the codeine and traces of other bases. 
After separation it is acidified to dissolve the morphine, heated to 60°, 
and the morphine shaken out with hot amylic alcohol, after addition 
of a slight excess of ammonia or carbonate of soilium. Plugge’s 
results, obtained in test experiments, except in the separation of codeine 
and morphine, w’ere very satisfactory, considering the difficult nature 
of the problem to be solved.* But the methods are not to be regarded 
as having the same quantitative accuracy as those for the separation 
of the metals. 

Another method of separating the principal alkaloids of opium 
consists in treating the solution with an alkaline carbonate or ammonia, 
and agitating with ben/enc, when morphine and narceine are left 

' The separation of codeine and morphine by tbi* prfx-css is very imperfect If the solu- 
tion be too strong, morphine is precipitated with the codeine, and if this condition be avoided 
the precipiUtion of the codeine is incomplete In test experiments Plugge only recovered 
70% of the codeine used. Hence it is better to omit the precipitation with thiocyanate 
altogether, precipitate the morphine with ammonia, and extract the codeine from the filtrate 
by rther or chloroform, after adding sodium hydroxide (compare page 393)- 
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insoluble, the remainder passing into the benzene. Much the same 
separation occurs with chloroform, except that pseudomorphine is 
left with the insoluble alkaloids. 

D. B. Dott communicated to A. H. Allen the following method of 
separating the chief bases of opium: Treat the solution of their mixed 
hydrochlorides with a io% solution of sodium hydroxide, and wash the 
precipitate, which will consist of narcolinc, papaverine and thebaine, 
the alkaline solution containing morphine, codeine and narceine. On 
agitating the filtrate with chloroform, the codeine will be extracted ; and 
on separating the alkaline liquid, acidifying it, and rendering it faintly 
alkaline with ammonia, the morphine will be precipitated, the narceine^ 
from its greater solubility, remaining dissolved. It can be recovered 
by evaporating the liquid to dryness aifd treating the residue with 
strong alcohol. From the bases precipitated by sodium hydroxide, 
the thebaine can be separated fairly well by crystallisation as acid 
tartrate. 

Narcotine and papaverine may aFo be separated from thebaine 
(and codeine) by di.ssolving the free bases in dilute alcohol, rendering 
the liquid faintly acid with acetic acid, and adding 3 volumes of 
boiling water, when the narcotine and papaverine arc precipitated; 
or sodium acetate may be used as already described. Narcotine 
and papaverine may likewise be separated by solution in boiling 
water containing 1/3% of oxalic acid, when an acid papaverine 
oxalate crystallises out on cooling. The process should be repeated 
several times, and the narcotinc finally precipitated by ammonia and 
crystallised from boiling alcohol. 

The following is an epitome of Hesse’s method of separating the 
rarer opium bases from the mother-liquors left from the preparation 
of morphine by the Robertson- Cl regor>^ process. ^ The aqueous extract 
of opium is first precipitated by calcium chloride, the filtrate from the 
calcium meconate concentrated, and the hydrochlorides of morphine, 
pseudomorphinc and codeine separated by crystallisation. The 
mother-liquor is diluted with an equal bulk of boiling w^ater, excess of 
ammonia added, the precipitate removed by filtration and dissolved 
in acetic acid. The filtrate is agitated with* ether, the ethereal layer 
shaken with excess of acetic acid, and the acetic solution mixed with 
that of the ammonia precipitate. The acetic acid solution is then 

> For E Kauder’s modification of Hesse’s method, see Arch. Pharm , 1890, aaS, 419; and 
J. Chtnt. Soc., 1891. 60, 337. 
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treated with excess of sodium hydroxide, which precipitates papaverine, 
narcotine, thebaine, some cryptopine, protopine, laudanosine and hydro- 
cotamine; while lanthopine, laudaninc, codamine, mcconidinc, and a 
portion of the cryptopine remain in soluUon. The alkaline liquid is 
neutralised, ammonia added, the bases again extracted by ctlier, and 
shaken out with acetic acid. The acetic acid is neutralised with 
ammonia, when a little lanthopine separates out in 24 hours, and the 
hltratc is treated with more ammonia. The precipitate formed is 
dissolved in a very small quantity of boiling dilute alcohol, which on 
cooling deposits white crystals of mixed laudanine and cryptopine. On 
evaporating the alcoholic solution,^ and treatment of the residue with 
ether, a solution is obtained from which codamine may be isolated, 
either by addition of fused calcium chloride (which causes water, 
colouring-matter, and crystals of codamine to separate), or by con- 
version into the acetate, and tliis into the hydriodide. 

The mixture of bases insoluble in sodium hydroxide is digested with 
dilute alcohol, and acetic acid added till the liquid is faintly acid to 
litmus. On adding 3 measures of boiling water, a crystalline precipi- 
tate of papaverine and narcotinc is thrown down. I'he filtrate, freed 
from alcohol by evaporation, on adding strong hydrochloric acid, will 
give a precipitate of cry])topine hydrochloride; l)Ut in order to avoid 
ihe conversion of thebaine into its non-ciystalline isomer th(‘baicinc, 
it is preferable to a{ld tartaric acid, which tlirows down crystalline 
thebaine acid tartrate. The mother-liquor of this is nc'ulralised with 
ammonia, and mixed with 3% of its weight of sodium l>icarbonate 
made into a paste with water. After standing about a week, a black, 
pitchy mass separates, the fdtratc from which gives with ammonia a 
precipitate which is treated with boiling benzene, the filtrate being 
also extracted by agitation with benzene. On shaking the united 
benzene solution with a saturated aqueous solution of sodium bicar- 
bonate, laudanosine crystallises out; and the benzene iiltcrcd from 
this yields hydrocotarnine hydrochloride on passing hydrochloric acid 
gas. The portion of th£ ammonia precipitates left undissolved by 
benzene contains cryptopine and protopine. These bases are con- 
verted in hydrochlorides, and the solution treated wdth strong hydro- 
chloric acid, when the protopine hydrochloride forms a homy deposit 


^ Hesse could obtain no meconidine from this solution, and hence concludes that it bad 
twn decomposed by the preceding operations, as he had previously obtained it from » 
•imiUr source by another process {Ann. Chem. Pharm , 153, 47). 
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which adheres to the sides of the glass, and is easily freed from the 
gelatinous cryptopine salt by washing with a little water. 

Narceine is mentioned as existing in the liquors, but the stage at 
which it is separated is not stated. 

Morphine. 

CuHigOaN or Cj^H.^ONCOH),. 

Morphine is the most important of the bases contained in opiuniy 
in which it exists in combination with sulphuric and meconic acids. 

The mode of preparing morphine may be gathered from the methods 
of assaying opium and from the preceding methods for separating the 
opium alkaloids. 

Morphine crystallises in transparent, colourless, trimetric prisms, 
which arc usually very short. They contain are molecule of water, 
which is given off slowly at a temperature of 90® and more rapidly at 
100® {Pharm. Jour., 1888 [m], 18, 701, 801; 19, 61, 148, 180). At or 
above 200*^ morphine turns brown, melts with partial volatilization at 
about 254° according to some authorities and 247° according to others, 
becoming carbonised at a somewhat higher temperature. 

Morphine is inodorous, has a persistent bitter taste, and is a power- 
ful narcotic poison. 

Morphine is peculiarly difiicult of solution in the organic liquids 
which are in most cases excellent solvents of the alkaloids; only in 
alcohol is it soluble with some degree of readiness. Remarkable varia- 
tions arc found in the recorded solubilities of morphine as observed 
by different investigators. 

The solubility of morphine in water is given by A. Seidell as 1:3,330 
at 25° and 1:1,040 at 80° W. Muller gives its solubility as 1:3,533; and 
in water saturated with ether 1:2,239. old figures of Chastaing 

of 1:33,333 at 3® and 1:4,545 at 22° are most probably too high. At 
42° the solubility is stated to be {Year-boqk of Pharm., 1882, 30) 
1:2,380 and in boiling water 1:460. The solution in water has an 
alkaline reaction. Morphine dissolves in 30 parts of boiling or 50 
parts of cold absolute alcohol and according to Seidell in 168 parts of 
95 % alcohol at 25° or 76 parts at 60®. In ether and chloroform it is 
almost insoluble when in a crystallized state, but dissolves sparingly 
when freshly precipitated and amorphous. Its solubility in ether 
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is given by Seidell as 1:4,464 at 2 5®; by Prescott as 1:6,148 in the crystal- 
line form; by Muller as 1:7,632 and by the same authority as 1:10,622 
in ether saturated with water. Marchionneschi {Pit arm. Ztg.y 1907, 
52, 747) gives the solubility of the crystals in ether at 5.5° as 1:20,400; 
in anhydrous ether, 1:3,800; and of anhydrous morphine in anhydrous 
ether 1:1,785, chloroform is stated by Prescott to dissolve i part of 
morphine in 4,379 parts; 1,525 by Muller, and is also given as 1:1,800 
and 1:2,500. 

Muller {Apoth. Ztg., 1903, 18, 257) gives the following solubilities 
for crystallised morphine: i part of morphine dissolves in 3,533 parts 
of water, 7,632 parts ether, 10,622 parts ether saturated with water, 
2,239 parts water saturated with ether, 1,599 parts benzol, 1,525 parts 
chloroform, 537 parts ethyl acetate, 1,170 parts petroleum ether, ftnd 
6,396 parts carbon tetrachloride. A useful solvent for morphine is a 
mixture of equal volumes of ether and acetic ether (ethyl acetate) ; but 
even in this its solubility is limited, especially in the crystalline state. 
Amylic alcohol dissolves morjjhine sparingly (1:150) in the cold, but 
when heated is a fairly good solvent for it (1:50). The alkaloid 
dissolves best when liberated from one of its salts in presence of 
amylic alcohol. 

Florio {Gaz. CJiim. Ilaliano, 13, 496) gives the following solubilities 
o( morphine: 



Morphine dissolved by loo of solvent 

Solvent 

At 10- 1 1® 

At s6“ 

At 78® 

- - 



1 " 

Alcohol, absolute . . . 

I 


8.621 

Alcohol, 90%. . .. 

0 177 


. 1 2.991 

I 1 . 98s 

Alcohol, 7 5*5^0 

i ° r’ 1 


Wood-spmt 

Fusel-oil 

.1 I 

• i 3,247 

0 ; 

1.215 

Benzene 

. . . ' 0 oao 1 

1 

Chloroform 

0 040 ' 


j 

Ether, absolute 

0 021 




A. B. Prescott (/. Amer. Chem. Soc , 1907, 29, 405) pointed 
out the great influence the physical condition of morphine has upon 
its relation to solvents, anti has determined the proportion of different 
solvents requisite for the solution of morphine in the crystalline, 
amorphous, and “nascent” conditions; by the last term meaning that 
in which the alkaloid exists when liberated by ammonia or an alkaline 
carbonate from the aqueous solutidh of one of its salts. The following 
are Prescott^s 6gures: 
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Condition of the morphine 

Parts of solvent required 

Ether 

Chloroform 

Amylic 

alcohol 

Benzene 

Crystallised 

6148 

4379 

91 

8930 

Amorphous powder 

3113 

1977 



“ Nascent” state 

1063 

861 

91 

1997 


Solutions of sodium and potassium hydroxides dissolve morphine 
readily, as also do barium hydroxide and lime water, and, to a limited 
extent, ammonia also. Solutions of alkali hydroxides dissolve quan- 
tities of morphine equivalent to the bases contained in them, with the 
formation of unstable morpliinatcs which are decomposed by carbonic 
acicl and assume a dark brown colour on exposure to air. Crystalline 
morphinates of potassium, barium, and calcium have been obtained. 
From these facts, and the blue reaction with ferric chloride, Chastaing 
(Jour.Pharm. [\'], 4, 19) inferred that morphine possessed a phenoloid 
character, and this view has been fully borne out by later researches. 

Solutions of morphine are strongly levorotatory. Hesse gives the 
following results in alkaline solutions: 

I mol. morphine -f i mol. NajO C=2, “67.5®. 

I mol. morphine -f 5 mol. Na2() (' — 2, [a]“‘^==^ —70.2'’. 

I mol. morphine -f 2 mol. Na20 C==5, —71.0°. 

Tykociner gives its rotation in absolute alcohol where C==i.o to 1.8 
as [a]^°— — 140.5®. The rotation of the salts of morphine is referred 
to under their respective headings. 

Morphine is very sensitive to the action of oxidising agents, a fact 
which is often used for its detection (page 382 et seq.). It reduces 
salts of gold and silver, permanganates, fcrricyanides, iodic and peri- 
odic acids, etc. The reactions of morphine with strong sulphuric and 
nitric acids arc described on page 382. 

WTien morphine is heated with strong hydrochloric acid or zinc 
chloride it loses tlie elements of water and ^s converted into apomor- 
phine, (page 357). 

Salts of Morphine. 

Morphine dissolves readily in dilute acids, forming salts which are 
perfectly neutral in reaction to litmus and methyl-orange, and hence 
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it may be titrated with accuraqr by the aid of standard hydrochloric 
acid and either of these indicators. With phcnolphthalcin morphine 
does not give a sharp reaction, but the point of neutrality is approxi- 
mately the same as if the acid of the morphine salt were in a free state. 

The salts of morphine are mostly cr>'stallisablc, and are all bitter 
and very poisonous. They are generally soluble in water and in 
alcohol, but are insoluble or only slightly soluble in amyl alcohol, 
ether, chloroform, benzene, or petroleum spirit. Morphine is not 
removed from its acid or neutral solutions by agitation with any of the 
above solvents, except imperfectly by amyl alcohol. 

The following table shows the foimulae of the more important salts 
of morphine, the percentage of cr)^stallised morphine in each, the 
relative dose based on this percentage and their solubility in water. 


Solubility in water 




Morphine 

Relative 



Morphine salt 

Formula 

hydr.ite, 

dusc 

at 15 5 "' 

at 35®* 

Hydrochloride 
Sulphate . . 
Acetate. . 
Lactate . . 
Tartrate.. 
Meconatc 

BIICl + iHt'O 

B.C7lI«()2 + 3lI-0 ' 

n.CiHflOj 

' B-CdLOd-f tlltO 

H.,C 7 lL ()7 + sH:C) 

80 71 

7 ‘) 

7 S 

80 Ko 

78 to 

70 -IS 

I 00 

I 00 

1 04 

I 00 

I 02 

I T 4 

I in 34 1 

1 1 in 31 

. I in 24 ! 

I in 8 

1 in bf 

I in 14 

1 in j6i 

I in 15 )* 

1 in 

1 in 3 5 


Morphine hydrochloride, BHCl+.^IbO, crystallises m white 
silky needles or minute cubical crystals which according to Seidell arc- 
soluble at 25° in 17 parts of water or 42 parts of alcohol. It is soluble 
at 8o» in half its weight of water, at 60° in 35-5 parts of alcohol, and is 
also soluble in about 19 parts of glycerin. At 100° it becomes anhy- 
drous and on heating to 250“ it turns brown and with greater heat 
chars without melting. The blackening in color at a much lower 
temperature is indicative of traces of impurity. 

Hesse gives its optical rotation as follows: 


In water -C=i to 4. (0]"“ - loo.dy-f 1.14 C. 

With 10 molecule^ IIC1 + water— C— 2 l«li “ 94*3 • 


Morphine hydriodide, BHI + 3lbO, is obtained a^s a compac 
mass of hair-like needles on mixing a concentrated a coholic solution of 
potassium iodide with a concentrated solution of morphme hydro- 

I B D Dott {Pharm.Joor.. 1883 M, U. 'SSI. >«■ ‘ 5 J). 

« A.' SeidcU (SolubiUtie*, page 305). 

* Power gives solubility as i in 34 at * 5 • 
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chloride. The product only slowly redissolves on adding more spirit, 
and is very sparingly soluble in water, especially in presence of potas- 
sium iodide. The hydrobromide can be obtained similarly. 

Morphine sulphate, B3H2SO4+5H3O, crystallises in bundles of 
transparent silky needles. It loses 3 molecules of water at 100° and 
the remaining 2 molecules at no®. It exists naturally in opium. It 
is soluble at 15® in 20 parts of water, at 25® in 15 parts of water and at 
80® in 0.6 parts of water. At 25® it dissolves in 465 parts of alcohol. 
On heating it behaves similarly to morphine hydrochloride. Its 
optical rotation according to Hesse is 

In water, C= i to 4, [aJo = — 100.47 + 0.96 C. 

Morphine acetate, BHC2H3O2 + 3H2O, is a white or more fre- 
quently slightly yellowish, obscurely crystalline powder. It is also 
very soluble in water, differing, however, from the sulphate or hydro- 
chloride in that it is very nearly as soluble in cold water as in hot. At 
15® it dissolves in 2.5 parts of water, at 25® in 2.25, and at 80® in about 
2 parts. It is soluble in about 22 parts of alcohol at 25® and 100 parts 
of 90% alcohol at 15®, solubility being very much greater in hot 
alcohol. It is also soluble in about 5 parts of glycerin and is slightly 
soluble in chloroform. On exposure to the air it gradually loses acetic 
acid and is partially decomposed by boiling or evaporating its aqueous 
solution, crystals of morphine being deposited. 

Its optical rotation is given by Oudemans as follows: 

In water, €=2.5 — [a]D= —77®. 

In alcohol (sp. gr. —0.865) C=^o.97— [a]„= —98.9®. 

In absolute alcohol, C= i.2--[a]j,= —100.4®. 

Morphine tartrate, B2C4H^Oo+3H20, is readily soluble, but 
the acid tartrate, BC^HgOg, only sparingly so. Their solutions are 
not precipitated by alkali hydroxides, alkaline carbonates, or chloride 
of calcium. The tartrate is best detected by precipitating the con- 
centrated solution with potassium acetate and acetic acid in presence 
of alcohol. After boiling off the alcohol, the morphine can be pre- 
cipitated from the filtrate by an alkaline carbonate or ammonia. 

Morphine meconate, B3C7H4O7+5H2O, is interesting as being 
the form in which morphine largely e.xists in opium. When morphine 
and meconic acid are dissolved in absolute alcohol, and the solution 
evaporated, an amorphous, hygroscopic, very soluble residue is 
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obtained, which in concentrated solution deposits crystals of neutral 
morphine meconate containing 5 molecules of water, even in presence 
of suflScient meconic acid to form the acid salt. It is soluble in alcohol 
and also in about 25 parts of water. 

« 

Detection and Estunation of Morphine. 

Free morphine, when pure or in the form of one of its ordinary salts, 
is readily detected. Its determination is easy when un mixed with 
interfering substances, but as it exists in opium is attended with con- 
siderable difficulties. Most of the colour reactions of morphine are 
best observed by operating on the solid substance, but for certain quali- 
tative tests and for all quantitative methods the alkaloid must be in 
solution. 

A. Reactions of Solid Morphine. — For observing these reactions 
a minute fragment or crystal of the solid alkaloid or its salt should 
be employed, and the experiment should be conducted in a small 
porcelain basin or crucible. The residue obtained by the evaporation 
of the solution of morphine in alcohol or amylic alcohol is well-suited 
for the operation. 

1. Solid morphine treated with a drop of a perfectly neutral solution 
of ferric chloride or iron-alum gives a very characteristic deep greenish- 
blue colour, changed to green by excess of the reagent. The colouring 
matter is not taken up by chloroform. The colour is destroyed by 
free acid, by heat, or by contact with alcohol.^ Pscudomorphine also 
gives a blue colour with ferric chloride, and codamine a dark green. 

2. Nitric acid (1.42 sp. gr.) added to .solid morphine turns it an 
orange-red colour, which is changed to yellow on heating, and destroyed 
on adding sodium thiosulphate (hyposulphite). The colouration is 
said to be due to the formation of a substance of the formula C,oH^NOy, 
which yields picric acid when heated with water to 100°. 

3. Solid morphine, when pure, is commonly .said to yield no coloura- 
tion in the cold on adding pure concentrated sulphuric acid; but accord- 
ing to Dott {Pharm. Joum., 1882 [m], 12, 615) a distinct, though 

* The colouration is produced in strong solutions of morphine, but becomes imperceptible 
with moderate dilution. J. L. Armitage {Fharm. Journ , ti„], i8, 761) has^nted 

out that even in solutions far too dilute to give the reaction, the morphine may be detected 
by adding potassium fcrricyanide, which produces a blue or green colouration. Armitage 
attributes this reaction to the reduction of the iron to the ferrous state, and the reaction of 
this with the femeyanide to form Turn bull’s blue; but it is more probable that the ferri- 
c^anide is reduced to ferrocyanidc, and then reacts with the feme salt to form Prussian 
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faint, pink colour is produced. On heating to 150°, a dirty green 
(or rose-red) colour is developed, and on raising the temperature still 
further the solution becomes almost black. On allowing it to cool 
and diluting with water, a greenish-blue colour is produced, which on 
addition of ammonia in excess becomes green. 

4. On adding oxidising agents to the solution of solid morphine in 
cold concentrated sulphuric acid, the following reactions are produced. ^ 
a. After adding a drop of two of water to heat the mixture, the sub- 
sequent addition of nitric acid will produce a rose-red colouration, 
changing to brown. The reaction is very delicate, b. Potassium 
chlorate gives reactions similar to those with nitric acid. If the alka- 
loid be first heated with concentrated sulphuric acid to 100° for half an 
hour, and a crystal of potassium chlorate or nitrate added to the previ- 
ously cooled violet-red solution, a beautiful violet-blue colour is pro- 
duced, which pusses into a dark i)lood-red, changing to yellow, c. If 
the sulphuric acid solution be heated on the water-bath to 100°, and 
a minute fragment of pure potassium perchlorate- be added, a deep 
brown or reddish-brown colouration is produced, which rapidly 
spreads through tlie liquid. The colour is destroyed on dilution. 
L. Siebold, to whom the test is due, did not observe a similar reaction 
with any other alkaloid, d. Potassium dichromate is reduced with 
production of green colour. (No colour reaction is produced if for 
the dichromate be substituted the dioxide of lead or manganese. 
Distinction from strychnine.) e. On adding sodium or potassium 
arsenate, and warming gently, a slate-blue colour is produced, which 
on raising the temperature passes into green, then into deep blue, and 
finally, when the acid begins to volatilise, again into dark olive-green. 
On diluting moderately with water, a reddish-browm colouration is 
produced, changing to dirty bluish and green on further dilution; and 
on agitating with chloroform the latter liquid is coloured violet-blue 
(Donath). If sodium phosphate be substituted for the arsenate^ and 
heat applied till acid fumes appear, the mixture becomes violet, chang- 
ing to brown or olive-green. If, after cooling, water be gradually 
added, a reddish-brown colouration appears, changing to dirty bluish- 
green on further dilution. On now shaking with chloroform, the 

• Tho reactions in question were verified in the laboratory of A. H. Allen by W. H. 
Barraclough, and the descnption mven in the text is in accordance with his results. 

• The perchlorate must be free from chlorate, which is ensured by heating it with hydro- 
chloric acid as long as chlonnc is evolved. The salt is then washed with cold water and 
dried. 

• For convenience, tlus test is described here, but it seems improbable that the reaction i® 
due to oxidation. 
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latter liquid acquires a fine blue colour. /. Sodium or ammonium 
molybdate added to the sulphuric acid solution gives a fine violet 
colouration, changing to blue and dirty greem, and finally almost 
vanishing. The reaction of morphine with sulphomolybdic acid may 
be observed with more certainty by adding previously prepared 
Frohde’s reagent to the solid morptiine. PapaverinCy heroin, peronin, 
and a few glucosides give a similar reaction. 

5. If solid morphine be mixed with from 2 to 8 parts of powdered 
cane-sugar, or solutions of the two substances be mixed and evaporated 
to dryness, addition of a drop of concentrated sulphuric acid will pro- 
duce a beautiful purple colour, changing gradually to blood-red and 
brownish-red, becoming olive-brown on dilution with water. The 
colouring matter is not soluble in chloroform. 'Fhe test may be applied 
to a solution of morpliine by saturatmg the liquid witlr sugar, and 
pouring it carefully on to some concentrated sulphuric acid, when a 
purple or rose-red colouration will be olcserved at the junction of tlie 
two Iluids. Codeine gives a very similar reaction (Schneider). 
According to H. Weppen the delicacy of this tost is much increased by 
adding a drop of bromine-water after the sul})huric acitl, this modifica- 
tion rendering the reaction equal if not superior to n'ac tion.s 3 and 4 c, 
and less dependent on the purity of the morphine 

M. Kobin mixes the alkaloid with twice its weight of pow’dered 
sugar, and adds 1 or 2 drops of pure sulphuric acid, and states that 
morphine hydrochloride gives a beautiful rose colour, (hanging first 
to the tint of a solution of potassium permanganate, and then to violet 
and dark green, wdiile codeine gives a cherry-red colour changing to 
violet, and narcotine a beautiful and very persistent mahogany-brown 
colour. ^ 

Reichard states that if morphine is warmed gently with concentrated 
sulphuric acid containing arsenous or arsenic acid an intense and per- 
manent purple colour is produced. '1 he reaction is best obtained by 
dissolving the arsenous acid in a little strong solution of sodium 
hydroxide, then add the morphine and finally excess of concentrated 
acid. A red colour is given by adding mori>hine to sulphuric acid 
containing antimonous *or stannous chloride. 


' Atropine irivea with sugar and sulphuric acid a violet colouration, changing to brown; 
veratrine a deep green; santonin, a red colour, changing to coffw-black. Saltcin gives a 
vivid red Pure aconitine gives no reaction, but mixed aconite alkaloids as extracted frnrn 
the root give a fine cherry-red colouration, changing to crimson, ^o reaction is given by 
strychnine, brucine, cocaine, pdocarpine, caffeine, bebenne, apomorphine, cupreine, or llio 
cinchona bases (J. P. Burnett). 
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Morphine is stated by Rosenthaler to give a reddish- violet colour 
on heating with a 1% solution of vanillin in hydrochloric acid; a similar 
colour, however, is given by many ketones and phenols. 

Reichard also gives the following reactions {Zeit. Anal. Chetn.y 1903, 
42, 95): To 2 or 3 c.c. of a 0.1% solution of ammonium vanadate 
add concentrated sulphuric acid drop by drop until the yellow colour 
disappears. On now adding a soluble morphine salt a stable green 
colour is produced. 

On shaking a 0.1% solution of sodium tungstate with a few drops 
of concentrated sulphuric acid and morphine a bright blue or violet 
colour is produced which is less stable than the colour with ammonium 
vanadate. A stronger solution of sodium tungstate cannot be used 
because of the sej)aration of tungstic acid. 

On adding morphine to a cold solution of titanic acid in concen- 
trated sulphuric acid a blood-red colour appears on shaking but dis- 
appears on dilution with water. 

According to G. Fleury (Ann. de Chim. Anal.^ 1901, 6, 417) a 
solution of morphine in dilute sulphuric acid causes a faint rose colour 
when shaken for several minutes with a small quantity of lead dioxide. 
If the mixture is filtered and an excess of ammonia added to the filtrate 
a deep brown colour is produced, which is due to the formation of 
protocatcchuic acid. 

On warming morphine with strong sulphuric acid until a pink 
colour develops and adding with stirring either chloral or bromal a 
violet colour is produced. 

B. Reactions of Morphine in Solution. — The following reactions 
are yielded by an aqueous solution of the hydrochloride or acetate 
of morphine: 

I. On adding to a tolerably concentrated solution of a salt of mor- 
phine a fixed alkali hydroxide, an alkaline carbonate, ammonia, or 
lime-water, hydrated morphine, Cj^HijOgN + HjO, is thrown down 
as a white precipitate speedily becoming crystalline. The precipitate 
is almost insoluble in perfectly cold water, but dissolves in excess of 
ammonia or lime-water, and very readily in excess of alkali hydroxide. 
The alkaline carbonates, used in excess, rellissolve the precipitate 
somewhat, but it is insoluble in excess of bicarbonates. Excess of 
magnesia precipitates the alkaloid completely. The morphine pre- 
cipitated by the foregoing reagents, and allowed time to become 
crystalline, presents a characteristic appearance under the microscope. 
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A fairly accurate determination of morphine may be made in the 
absence of interfering substances, by precipitating the tolerably con- 
centrated, cold, aqueous solution with sotlium aciti carbonate, allowing 
time for the precipitate to become cr)'stanine, filtering, washing 
moderately with very cold water (preferably saturated with morpliine), 
drying at 100 or 120°, and weighing the anhydrous morpliine, CijIIja- 
O3N, when the weight becomes constant. 

Instead of drying and weigliing the alkaloid, the washed precipitate 
may be placed, together with the filter, in a moderate excess of standard 
acid, and the excess employed ascertained by titration with litmus or 
methyl-orange (not phenolphthalein). i c.c. of decinornial aiid 
neutralises 0.0285 grm. of anhydrous, or 0.0303 grm. of crystallised 
morphine. 

2. If morphine be liberated from the solution of a salt by one of 
the reagents mentioned above, and the liquid and suspended pre- 
cipitate be at once shaken with hot amylic alcohol, cold acetic ether, or 
a mixture of equal measure of ether and acetic ether, ‘ the morphine 
passes into solution, though with some dilhculty, and may be obtamed 
in a free state by separating the ethereal liquid, and evaporating it to 
dryness at a gentle heat. If the liberated morphine be allowed to 
crystallise before subjecting it to agitation with the solvent, Us solution 
becomes very difficult to effect. 


Quantitative Estimation. 


For quantitative purposes, hot amyl alcohol shouhl be employed 
as the solvent. It should be addeil before the alkaloid is liberated, 
which should be done by ammonia, magnesia or sodium acid carbonate, 
and the agitation should be conducted immediately, and the separation 
and re-agitation effected without delay. On evaporation of the amyl 
alcohol at loo'^ the anhydrous morphine will remain as a residue, which 
can be weighed,^ or the amyl alcohol containing the alkaloid in 
solution may be titrated by dilute standard acid and methyl -orange. 
If desired, the alkaloid may be recovered from its amyl alcohol 
solution by repeated* agitation with dilute hydrochloric acid, or 


t The acetic ether must be free from aad. Thxs may be ensured by agitat.ng it with some 

to<Uum »cid carbonate . compound with amyl alcohol not dcconi- 

t T^cre i. »ome evidence tha^m^hme Jo™, a cn^ .aSstn.l. tS, .6.) 

c alcohol with- 
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sulphuric acid, and then reprecipitated from the aqueous liquid by 
ammonia, or an ‘ alkaline hydrogen-carbonate. This affords a valu- 
able means of purifying morphine and separating it from other 
alkaloids. 

To effect complete extraction of the morphine liberated by magnesia, 
ammonia, or an alkaline hydrogen-carbonate, several agitations with 
amyl alcohol are necessary. If ammonia be employed, sufficient passes 
into the amylic alcohol to vitiate the subsequent estimation of the mor- 
phine by titration; while if the amyl alcohol be freed from ammonia by 
agitation with water, or even with brine, a portion of the morphine is 
dissolved out. If the separated amylic alcohol be distilled off, the 
residual morphine may be titrated, or the difficulty avoided by using 
magnesia instead of ammonia. 

3. A volumetric estimation of morphine may be made by means of 
Mayer’s solution. This method is not of great practical utility, but 
Heikel {Midland Dmg.^ 5 o> iMi 17b, ox Proc. A. Ph. A.^ 1909, 
374) has devised a modification whereby its accuracy is distinctly 
improved. 

Further information on the estimation of moq^hine will be found in 
the section on the Assay of Opium. (See page 416.) 

4. Morphine readily reduces fcrricyanides to ferrocyanides, with 
formation of pseudomorphine (oxydimorpliinc) : 

4C,,II,„03N,HCl+4K3FeCy« = 

2 (C3,n3„(\N3,2TICl) 4- 3 K.FeCye + H.FeCye. 

Consequently, on adding to the solution of a salt of morphine, slightly 
acidified with hydrochloric acid, a mixture of aqueous solutions of 
ferric chloride and potassium fcrricyanide, a blue colouration or pre- 
cipitate of Prussian blue is produced. This reaction may be con- 
veniently employed for detecting morpliine in presence of the cinchona 
bases. 

L. Kieffer {Annal. Chem. Pharm., 103, 274) has proposed to utilise 
the reaction with fcrricyanide for the quantitative determination of 
morphine. For this purpose he adds a known weight of solid potas- 
sium fcrricyanide to the morphine or its salt, and i^xes them in a mortar 
with a minimum quantity of water. The contents of the mortar are 
rinsed into a flask, potassium iodide and hydrochloric acid added, and 
the liberated iodine determined by N/io sodium thiosulphate (hypo- 
sulphite). The difference between the volume required and that used 
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in a blank experiment with the same weight of potassium ferricyanide 
corresponds to the salt reduced by the morphine, i c.c. of differ- 
ence in the N/io thiosulphate used represents 0.0292 of anhydrous 
morphine. ^ 

Venturini {Gaz. Chim, Ital.y 1887, 16, 239) reports favorably of 
Kieffer’s process. A. H. Allen’s results were discouraging. 

5. On mixing a solution of morphine witli one of iodine dissolved 
in hydriodic acid, a crystalline precipitate is formed even in extremely 
dilute solutions. Under the microscope the crystalline form is char- 
acteristic of morphine, which may thus be distinguished from papaver- 
ine and codeine, which bases also give crystalline precipitates with the 
reagent, while narcotine, narceine and thebaine yield amorphous 


precipitates. 

6. Addition of chlorine or bromine water, followed by ammonia, 
occasions in moderately concentrated solutions of morphine a brown 
colour or red colouration gradually changing to brown. 

7. Morphine and its salts reduce iodic acid with liberation of 
iodine. This reaction is aho produced by albuminoid and various 


other organic bodies, so that it is not absolute proof of the presence of 
morphine. The test becomes much improved and increased in delicacy 
by the following mode of operating: 

To the solution to be tested for morphine, as nearly neutral as 
possible, is added one of iodic acid in 15 parts of water. In presence of 
I part of morphine in 20,000 of liquid a yellow colouration is observed. 
In moderately strong solutions of morphine addition of starch-liquor 
gradually changes the yellow colour to blue, but not in solutions con- 
taining less than i per 1,000. Tliis is important, as with other reduc- 
ing agents the blue colour is well marked in far more dilute liquids. 
On adding excess of ammonia to the yellow liquid the colour is dis- 
charged if due to foreign matter, but distinctly deepened if due to 
morphine. If a solution of morphine, which is too dilute to give a blue 
colour with iodic acid and starch, be mixed with these reagents, and 
some highly dilute ammonia allowed to Ilow from a pipette on to the 
surface of the liquid, two , coloured rings make their appearance at the 
junction of the fluids. A blue ring is seen in the lower acid layer and 
a brown one in the upper alkaline portion. If a dilute solution of 
morphine be mixed with one of starch, and evaporated to dryness in 

if present, wovUd not interfere, 

VOL. VI. — 25 



OPIUM ALKALOIDS. 


386 

a porcelain crucible at a gentle heat, and the residue, after cooHng, be 
moistened with iodic acid, a blue colour will be produced in presence 
of 1-20,000 of a grain of morphine (A. Dupr^). 

Another way of employing the test is to agitate a solution of iodic 
acid with an equal measure of carbon disulphide, which should not 
become coloured even after adding a drop or two of dilute sulphuric 
acid and again shaking. If the solution to be tested for morphine be 
now added to the mixture, and the whole again shaken, the carbon 
disulphide will be found after separation to have a violet colour from 
dissolved iodine if morphine be present, and the depth of tint will 
afford an indication of the amount. Morphine can be recognised in 
this way in a single drop of paregoric or tincture of opium. 

Stein and others have described a colourimetric method of estimating 
morphine, based on the iodic acid reaction. See also Georges and 
Gascard, Jour. Phartn. Chim.y 1906, 23, 513. 

In employing the iodic acid test it is essential that the reagent should 
not give free iodine on treatment with a drop of dilute sulphuric or 
acetic acid. 

Edlefsen (Pharm. Ztg,, 1908, 53, 289) recommends a 0.5% aqueous 
solution of iodic acid slightly coloured with malachite green. To 5 c.c. 
of this reagent add a few drops of the solution to be tested and warm 
gently. A lemon-yellow colour is produced which changes to brown 
on adding ammonia to alkaline reaction. 

8. Morphine and its salts are stated by Aloy {Bull. Soc. Chim.j 1903, 
29, 610) to give a characteristic colour reaction with uranium acetate 
or nitrate whereas most alkaloids give precipitates. To the solution to 
be tested add a few drops of 5% solution of uranium nitrate. A red 
colour is given in presence of morphine or if in quantity less than 5 
mgrm. an orange colour. Said to detect as little as o. i mgrm. 

9. Deniges {Compt. Rend.y 1910, 151, 1062) gives the following 
reaction: To 10 c.c. of a dilute solution of morphine containing as 
little as 30 mgrm. per litre, add i c.c. of 3% hydrogen peroxide, i 
c.c. of ammonia 10% and i drop of copper sulphate solution (i to 
4%, according to the amount of morphine), on shaking, a colour 
varying from rose to intense red is produced. This test may be applied 
to syrups containing morphine and may be used quantitatively by 
comparison with standard solutions of morphine hydrochloride in 
sugar syrup. For the identification of the alkaloid as hydrochloride 
the dry salt should be mixed with i drop of a reagent consisting of 
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I c.c. of 3 to 4% copper sulphate solution and 5 c.c. of water. In 
the presence of morphine a red colour is immediately produced. 

No reaction is obtained with codeine, thebaine, papaverine, narceine 
or narcotine but similar colours are given by direct derivatives of 
morphine such as oxymorphine and paramorphine and with easily 
hydrolised esters such as heroin. The copper sulphate appears to 
have a catalytic action but cannot be replaced by iron or manganese 
salts. 

10. Solutions of morphine salts give no crystalline precipitate with 
either potassium chromate, thiocyanate (sulphocyanide) or ferrocy- 
anide (distinction from strychnine). With a saturated alcoholic 
solution of picrolonic acid (dinitrophenylmethylpyrazolone) morphine 
gives from its solution in ether, chloroform or alcohol a crystalline 
precipitate of broad flat needles of picrolonate variously stated to 
melt at 186.5° and 200° to 210° with darkening. 

Apomorphine, C,7Hi702N. When morphine or its hydrochloride 
is heated to 140-150° in a sealed tube, with a large excess of strong 
hydrochloric acid, or with zinc chloride at 110°, it is converted into the 
hydrochloride of apomorphine, the formula of which base differs from 
that of the parent alkaloid by the elements of water. Apomorphine 
may be obtained in a state of purity by dissolving the contents of the 
tube in water, adding excess of sodium hydrogen carlx)nate, and agitat- 
ing with ether or chloroform, in cither of which apomor]>hine is freely 
soluble (difference from morphine). The ethereal solution is separated 
and shaken with a very little strong hydrochloric add, when crystals 
of the hydrochloride of apomorphine arc deposited. These are 
separated, washed with a little cold water, and purified by lecrystal- 
lisation. From its aqueous solution of the hydrochloride, sodium 
acid carbonate precipitates free apomorphine as a snow-white amor- 
phous substance, readily soluble in alcohol, ether, chloroform and 
benzene, which speedily turns green on exposure to the air. The 
changed alkaloid is partially soluble in water and alcohol with emerald- 
green colour, in ether with magnificent rose-purple, and in chloroform 
with fine violet tint. The colourless solutions of the unchanged sub- 
stances soon acquire these tints. In its physiological effects, apo- 
morphine differs from morphine in a very marked manner, being a 
prompt and non-irritant emetic. From 0.001 to 0.010 grm. is the 
adult medicinal dose by the stomach. Dangerous and even fatal 
symptoms have followed the hypodermic injection of 0.012 grm. 
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Apomorphine gives a crimson-red colour with nitric acid, and brown 
with iodic acid, but (unlike morphine) yields a rose-red or amethystine 
colour with ferric chloride, changing to violet and black. The most 
delicate reaction of apomorphine is the production of a green coloura- 
tion when the solution is rendered faintly alkaline with potassium 
hydrogen carbonate and exposed to the air. With a solution containing 
I part in 100,000, the green colour appears within 10 minutes. A 
variation of this reaction is given by Schmidt {Apoth. Ztg.y 1908, 23, 
657). By treating a i to 10,000 solution of the hydrochloride with 
I c.c. of chloroform, making alkaline with sodium hydroxide and 
shaking, the chloroform is coloured blue and the aqueous layer 
red-violet. 

If a small quantity of the hydrochloride is shaken with a 0.5% 
aqueous solution of ferrous sulphate the solution becomes gradually 
blue and then black, returning to blue on addition of alcohol. 

Apomorphine is said to be liable to be formed in old solutions of 
morphine hydrochloride, which consequently acquire emetic proper- 
ties; but the statement is disputed by Dolt, and requires confirmation 
{Pharm. Jour. 1886 [Hi], 16, 287, 299, 604; 17, 80). 

Apomorphine hydrochloride, CjyHjyOjNHCl, forms anhydrous, 
minute, shining crystals, which turn greenish on exposure to light and 
air. It is freely soluble in water and alcohol, forming a neutral solu- 
tion, which turns green on boiling or standing, and keeps better if very 
faintly acid. The freshly- made aqueous solution should be colourless, 
or nearly so. It is generally held that if a 1% solution be emerald- 
green, the sample should be rejected for medical use; but D. B. Dott 
{Pharm. Jour. 1891 [///], 21, 916) has pointed out that the colouration 
is so intense that very little actual change is thereby indicated. 
Morrell found an old solution which had been exposed to light for 3 
months to act quite effectively,* but it is nevertheless not desirable 
to use either the salt or its solutions wliich have become decidedly 
green in colour. 

Schmidt {Apoth. Ztg., 1908, 23, 657) and Dott {Pharm. Joum., 
1908 [iv], 27, 801) have shown that the hydrochloride crystallises with 
•2 molecules of water, and Schaefer states that the anhydrous salt 
absorbs i molecule of water from the air. 

Recently French and Harnack {Pharm. Jour., 1910, 30, 293, 454) 

* Morrell reports that a patient who is made violently ill by i/6 grain of apomorphine 
hydrochloride administered hypodermically, can take 4/5 grain thrice daily in the form oi 
pills. Apomorphine acts as a powerful expectorant in cases of chrome bronchitis. 
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stated that in certain brands of apomorphine hydrochloride they had 
found an impurity which seemed to be Irimorpliinc, but an investiga- 
tion by Boehringer and Scehne identifies this impurity as bela-chloro- 
morphide which they found present in one sample to the extent of 75^; . 
As the physiological action of this is decidedly ditTerent from apo- 
morphine it is liable to cause considerable variation in its action. 

To detect this impurity a solution* of o.i grm. of apomorphine 
hydrochloride in 10 c.c. of water is rendered alkaline with 5 c.c. of 
saturated solution of sodium carbonate and extracted with 20 c.c, of 
ether. The ethereal solution is separated and shaken out with 3 
successive portions of 20 c.c. of water. I'he washed ether solution is 
then evaporated and the residue cooled and treateil with 5 c.c. of con- 
centrated nitric acid containing 0.5';;, of siher nitrate. After standing 
for 10 minutes the acid liquid is heated for an hour on the water bath, 
keeping up the volume with addition of water. The brown, dear, 
undiluted liquid should then show no appreciable precipitate of silver 

A number of derivatives of morphine resembling codeine have been 
prepared, and of cldef importance we may mention th(; following: 

Heroin, or diacetyl morpliine, is an odourless, bitter crystalline 
powder having an alkaline reaction an.l melting at 17 >-J 72 ^ It is 
almost insoluble in water and more readily soluble in co d alcohol am 
ether and easily soluble in hot alcohol; it is also readily soluble in 
chloroform and benzine. Its hydrochloride exists as a white powder 

soluble in alcohol and water. . 

Its colour reactions resemble morphine; it dissolves in sulphuric 
acid to a pale yellow colour which hcronies pale pink on heating. 
Some other colour reactions have already been spoken o on page 3 >8. 
On adding a little heroin to 2 c.c. of a 10' e solution of urotro,un in 
sulphuric acid there occurs an immediate golden yellow colour c aiig 
ing to saffron yellow and finally deep blue. Morphine with th 
reLtion gives a purple colour; nerccine gives a saffron yellow and 
narcotine a golden yellow. Another reaction "hich may 
distinguishing it from niorphine and codeme ts as follows. 1 o a smal 
quantity of the alkaloid add a few drops of concentrated n.tnc acal 
L belt gently. The original yellow colour changes to bluish-green 
teomig u.. .nd A..11, ctawng .l.og.to t. yelW. 

This test is stated not to be given by any other a 

Goldman’s reaction may also be used for Us identification by heating 
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the alkaloid with concentrated sulphuric acid and a small quantity of 
alcohol which results in the production of ethyl acetate that may be 
recognised by its odour. 

Dionin is ethyl-morphine and occurs chiefly in commerce as its 
hydrochloride. This is a white crystalline powder having a m. p. 
of 123-125°, is soluble in water and very readily soluble in alcohol. 
Insoluble in ether and chloroform. Dissolved in sulphuric acid it 
gives no colour and on heating a pale pink. Hesse states that it 
may be distinguished from codeine by its behaviour with ammonia. 
To 5 c.c. of a 10% solution of codeine hydrochloride a few drops of 
ammonia (sp. gr. 0.91) are added and a precipitate occurs which is 
permanently re-dissolved by the addition of i c.c. ammonia water. 
With dionin it requires the addition of 5 c.c. of ammonia water for 
complete solution and from this solution crystals, m. p. 93°, are 
deposited after a short time even from a 1% solution. 

Rodinoff states that with 2 c.c. of 1% solution of dionin 10 
drops of Wagner’ reagent gives a reddish-brown precipitate which 
turns orange-brown with shaking and rises to the surface of the 
liquid. With codeine the precipitate does not change colour on 
shaking. 

Codeine, CigHjiOjN, is described as regards constitution and 
relation to morphine on page 356. It occurs in opium^ in proportions 
ranging from o.i to 1,0%. 

Codeine crystallises from dry ether or carbon disulphide in small 
anhydrous prisms. From water it is deposited in well-defined octa- 
hedra or orthorhombic prisms containing iIIjO and melting under 
boiling water to an oily liquid. Anhydrous codeine melts at 155° and 
solidifies to a crystalline mass on cooling. Codeine is somewhat 
soluble in water, requiring 75 to 80 parts of cold wa\er, or 17 at the 
b. p. It is readily soluble in alcohol, ether, amyl alcohol, chloro- 
form and benzene, but is almost insoluble in petroleum spirit (com- 
pare page 363). Codeine is as soluble in ammonia as in water, a fact 
utilised to separate it from morphine, but it is practically insoluble in 
excess of sodium and potassium hydroxides* and is precipitated by 
these reagents from its aqueous solution, if not too dilute. Solutions 
of codeine are optically active, the rotatory power being much af- 

* Codeine is usually isolated from opium by precipitating the aqueous extract by calcium 
chlonde, evaporating and cooling the filtrate, redissolving the deposited crystals of the hy- 
drochlorides m water, and precipitating the monihine by ammonia. From the filtrate, after 
concentration, the codeine can be recovered by treating by precipitating with alkali hy- 
droxide and purified by crystallisation from ether. 
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fected by the nature of the solvent, ^nd the presence and proportion 
of free acid. 

Hesse gives the following rotation: 

In alcohol 97% C=2 to 8 (o]iV= 

In chloroform C = 2 [«],'/ = -111.5^ 

while Grimaux gives 

In alcohol C = 4.i [^'^lu 

In alcohol (com’L codeine) (' = 4.1 "^ 33 -^^ • 

Codeine has a bitter taste, and resembles morphine in its physio- 
logical action. It is official in many pharmacopa'ias, ami is chiefly 
employed to allay restlessness, cough, and other symptoms for which 
opium is generally prescribed, and when the latter medicine is not 
tolerated. In phthisis, it appears to prevent and appease the tickling 
irritation of the cough, without deranging the digestion. It is an 
important remedy in diabetc.s, and is also recommended as an hypnotic 
in mental' diseases. The official dose is from 1/4 to 2 grams. In 
larger quantities, codeine produces narcotism, often preceded by 

vomiting and occasionally by purging. ^ 

Codeine is a strong base, having a marked alkaline reaction, and 
forming crystallisable, soluble salts, which are neutral to litnius and 
methyl-orange. The free base precipitates solutions of lead, iron, 
copper, and certain other of the heavy metals. 

Codeine hydrochloride crystallises in radiateil groups of prisms 
containing BHCl-l- aH^O, .soluble in alxiut 20 parts of cold water. 

Its rotation is given by Hesse as. 

In alcohol 8o% C = 2 [ajo ^ = — ■ 108 
In water, C= 2 [a^ - 108.2- 

The crystals lose a portion of their water .‘J' 

remainder is only driven off by many days heating f 
Pharnt. Jour. 1891 l.ii], 21, 82), but easily at 120 ^ 

the proportion of water in commercial samples of the salt is variable. 

cSdetae Phosphate«.-The salt BH,l> 0 <-f 2 H ,0 is ^ ‘ 

crysulline precipitate by adding codeine to a 
aS till the reaction is only faintly acid, and then addmg 
alcohol When recrystaUised from water the composition ^"8'^ 
but the salt deposited from the solution in hot dilute 
aBH,P 0 ,-l-H, 0 . Both forms lose their water at 100 , and arc met 
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with in commerce, as also a preparation containing excess of phosphoric 
acid. The commercial product practically never contains 2H3O 
and usually contains approximately iHjO. indeed if exposed to the 
air the crystals with 2H2O quickly lose part of this water. If the salt 
turns grey or yellow at 100°, the presence of impurity is indicated. 
The phosphate is said to be the preferable form of employing codeine 
for hypodermic injections. 

Codeine sulphate may be obtained as B2H2SO4+5H2O by crys- 
tallisation from water but the commercial product corresponds more 
nearly to 3H2O it being very difficult to preserve the crystals with 
5H2O without loss of water. It loses its water of crystallisation 
completely at 100°. It is very soluble in water, difficultly in alcohol 
and insoluble in ether and chloroform. 

In water its rotation is given by Hesse as — 101.2° where €=3. 

Detection and Estimation of Codeine. 

In its reactions and general characters codeine presents a strong 
resemblance to morphine, but is sharply distinguished by its ready 
solubility in ether and chloroform, and its precipitation by excess of 
alkali hydroxide. Codeine does not reduce iodic acid, and gives no 
colouration with ferric chloride. In strong nitric acid it dissolves to 
a yellow liquid which should not become red (difTcrence from and 
absence of moiqhine). W'ith pure sulphuric acid, codeine gives no 
colouration, but on warming, or very prolonged standing (several days) 
at the ordinary temperature, a blue colour is developed. This colour 
is produced if a trace of nitric acid, ferric chloride, or other oxidising 
agent be present, an arsenate being the preferable reagent. The 
blue colouration on warming with sulphuric acid and ferric chloride 
is apparently common to all ethers of the codeine class. Frohde’s 
reagent is stated by some observers to produce a dirty green colour, 
soon becoming deep blue, and changing in 24 hours to yellow; 
according to others, a cherry-red tint, changing to violet, is pro- 
duced. L. Raby states that if solid codeine be stirred up with 2 
drops of a solution of sodium hypochlorite, 4 drops of strong sulphuric 
acid added, and the whole mixed together, a splendid and persistent 
blue colouration results. Esculin was the only other substance 
(of 30 examined) which gave at all a similar reaction. Lafon uses a 
solution of I grm. of ammonium selenite in 20 c.c. of strong sul- 
phuric acid, which gives a magnificent green colour with traces of 
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codeine. With picrolonic acid jt gives a precipitate of short yellow 
crystals which melt at 219° 

Commercial codeine has been met with adulterated with ammonium 
tartrate (Pharm. Jour., 1884 [/if], 14 , 1035), which salt closely resembles 
it, but is distinguished from codeine by its insolubility in alcohol. 

Claassen has based a method of estimating codeine on the well- 
known fact that it completely decomposes morphine salts [N. Y. 
Pharm. Rundschau, 1890, 40; J. Client. Soc., 1891, 58 , 1198). The 
warm aqueous solution of the free base is treated with excess of 
morphine sulphate with frequent shaking, and allowed to stand in 
the cold for at least 24 hours, when the deposited morphine is filtered 
off, dried, and weighed (or titrated). The amount found, multiplied 
by 0.9868 represents the anhydrous codeine, or by 1.041 2, the hydrated 
codeine (€^^^21^3^ + 1120). To separate morphine and codeine, 
the mixed bases, or their salts, arc evaporated to drync.ss with excess 
of magnesia, the residue treated with water, and the liquid shaken 
repeatedly with ether free from alcohol, the ether distilled off, and (he 
residue exhausted with hot water. In the resultant solution the codeine 
can be estimated as above descrilied. 

Claassen (loc. cit.) has also pointed out that free codeine completely 
decomposes ammonium .salts when heated with them, and has ba.sed 
on this fact a method of estimating the alkaloid; but as morphine be- 
haves in a similar manner, the fact has little practical value. 

The simplest means of estimating codeine and morphine in admix- 
ture is to precipitate the solution of the hydrochlorides with sodium 
acid carbonate, and wash the dried precipitate with chloroform. 
The residue consists of morphine. The aqueous filtrate is treated 
with sodium hydroxide, agitated several times with chloroform, the 
various chloroform washings and extracts united, evaporated, and the 
residual codeine dried at 110°, and weighed (IJ. B. Dott). 

Van der Widen {Bull. Sci. Pharmacol , 1910, 17 , 59; Pharm. Zeit., 
1903, 267) gives the following process for the estimation of codeine 
and narcotine in opium. 

Boil 10 grm. of opium for i hour under reffux condenser with 100 
grm. of alcohol ( 7 o 90 - Restore any lost weight by adding alcohol, 
filter and in 5 grm. of filtrate determine the dry extract. A sufficient 
quantity of this filtrate is then used to be equivalent to 3 grm. of opium, 
which is estimated as follows: 

If the solution contains p% of extract then the total quantity of 



394 


OPIUM ALKALOIDS. 


. 10,000 3)000 

solution IS and 3 grm. will therefore be contained in “ grm. 

loo-p loo-p 

of the solution. Evaporate this quantity to about 3 c.c., transfer to a 
flask, washing out the evaporating dish 3 times carefully with 21/2 c.c. 
of water. To this solution now add 90 c.c. of ether and after shaking, 
5 c.c. of 10% solution sodium hydroxide. Let stand for 3 hours with 
frequent shaking, then add 3 grm. of gum tragacanth to aid separation 
of the ether and decant exactly 75 c.c. of the ethereal solution (=2.5 
grm. opium). Evaporate to dryness and dissolve in 4 grm. of 90% 
alcohol and set aside for 24 hours. Collect the crystals of narcotine 
which separate, on a filter, wash with 5 c.c. of alcohol, dry at 100° and 
weigh. As narcotine is not entirely insoluble in alcohol a correction 
of +0.016 grm. must be applied. 

Dilute the filtrate containing the codejne with 10 c.c. of water and 
then evaporate to 10 c.c. After standing 24 hours filter to remove 
the separated resinous substances, washing the filter thoroughly. 
To the filtrate add 10 c.c. of N / 100 hydrochloric acid and titrate the 
excess acid with N / 100 sodium hydroxide using hematoxylin or 
cochineal, i c.c. of iV/ioo acid equals 3.17 mgrm. of codeine. By 
this method Van der Wielen found 1.08% jind 1.29% codeine in 2 
samples of Asia Minor opium and 1.51% in a sample of Persian opium. 

Caspari criticises this method because of the small quantity of opium 
taken and it would also seem preferable to use N j 10 acid and alkali 
instead oi N j 100. 

A somewhat different process for the estimation of codeine is given 
by Caspari {Pharm, Review ^ 1904, 348). Macerate 50 grm. of opium 
with 500 c.c. of water for 12 hours with frequent agitation. Filter 
and wash the residue carefully with sufficient water to make 750 c.c. 
of filtrate. Return the residue to the flask and shake for 15 minutes 
with 250 c.c. of water. Return to the filter and wash with suflScient 
water to make 850 c.c. of a second filtrate. Combine the 2 filtrates 
and evaporate on water-bath to 250 c.c., add 5 grm. of barium acetate 
and dilute to 700 c.c. This precipitates the meconic acid and part of 
the resin; filter, wash the precipitate thoroughly with cold water and 
again concentrate (volume not stated, presumably 250 c.c.), again add 
5 grm. of barium acetate or until no further precipitate is produced. 
Filter and wash as above. Again concentrate and add a slight excess 
of 10% sodium hydroxide solution which precipitates thebaine, 
papaverine and narcotine and retains in solution morphine, codeine 
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and narceine. After standing for a short time filter and wash })re- 
cipitate thoroughly. Make the filtrate acid with hydrochloric acid, 
concentrate (volume not stated) add 2^ ammonia water in excess and 
let stand for several hours in the cold after which filter off the pre- 
cipitated morphine, washing the precipitate with cold water; again 
concentrate the filtrate and washings and repeat above treatment to 
remove any additional morphine. After concentrating this la.st filtrate, 
previously rendered acid with hydrochloric acid, to about 75 c.c., 
make alkaline with ammonia and extract several times with benzene 
which removes codeine but not narceine. Evaporate the benzene solu- 
tion carefully and either weigh the codeine or better dissohe in excess 
of N/10 acid and titrate the excess with N/io alkali, using cochineal 
as an indicator. By this process Caspar! obtained 112^’^ and i.33Vc> 
codeine in samples of Smyrna opium. 

This last process could, it seems, be modified to advantage and 
parts of the two processes might be combined with good results. 

For a more recent process for the development of codeine in opium, 
see Andrews (Analyst, 1911, 36, 489). 

Pseudocodeine) CtHlljiGgN + IIjO, was discovered by hh Merck 
in preparing apocodeine (Arch, Pharm., 1891, 229, 161). It is a 
strong base, cry’stallising in needles melting at 178-180'^. It is levo- 
rotatory, [ajo— —91,1° iit alcohol where p~i.9i, forms crystallisablc 
salts, gives no reaction with ferric chloride, and has a physiological 
action similar to, but weaker than, that of codeine. 

Apocodeine, CiJIj^OjN, is said to be produced by heating codeine 
hydrochloride with a concentrated solution of zinc chloride for fifteen 
minutes. It is described as gummy, insoluble in water, soluble in 
alcohol and ether, and yielding amorphous salts. In phy.siological 
action it is a valuable expectorant and mild emetic. Apocodeine gives 
a characteristic blood-red colour with nitric acid, D. B. Dott doubts 
the existence of apocodeine, and states that commercial apocodeine 
hydrochloride is not of a very definite nature, being probably a mixture 
of an amorphous modification of codeine, polymerised bases, chloroco- 
dide, and apomorphiiv. The physiological results appear to har- 
monise with this view (Pharm. Jour,, 1891 [///], 21, 878, 916, 955, 996). 

Basic Associates of Morphine. 

As already stated, opium contains a large number of bases, some 
of which are present in very minute amount, or are altogether ab.sent 
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from some samples. The names, formulae, solubilities, and chief colour 
reactions of these alkaloids have already been given, and morphine has 
also been described at length. The following are additional facts 
respecting the less important bases of opium. 

Aporeine is reported by Pavesi {Chem. Centralh.y 1905, i, 826) as 
occurring in the seed capsules of Papaver Dubium from which it was 
extracted by petroleum ether, using a method similar to that of Hesse 
for extraction of rhreadine. The yield was 0.015%. * 

Aporeine is a yellowish, amorphous powder which forms a hydro- 
chloride in microscopic crystalline plates from ether, chloroform or 
petroleum ether; m. p. of the hydrochloride, 230°. It produces a 
burning, and numbing sensation on the tongue and is a tetanic poison 
resembling thebaine. 

Its aqueous solution is precipitated by silver nitrate and phospho- 
molybdic acid. 

On dissolving the dry alkaloid in sulphuric acid and adding nitric 
acid (1.30) the solution changes from violet, through brown to yellow 
and the same colours are given by sulphuric acid and potassium chlo- 
rate. Frohde’s reagent gives a grey-blue, changing to green then 
brown and yellow. 

Sulphuric acid with formaldehyde gives a green, turning to blue and 
finally black. 

Codamine, CjqIIjjO^N, melts at 126® w'hen crystallised from 
benzol, and 121° when separated from alcohol or ether. It forms 
large six-sided prisms, which can be sublimed. It dissolves moder- 
ately easily in hot water, giving an alkaline solution. Its salts, which 
are amorphous, give precipitates with alkali hydroxides and ammonia, 
soluble in excess of cither reagent; with nitric acid codamine gives a 
dark green colouration; with sulphuric acid, and in presence of a 
minute quantity of ferric chloride, a greenish-blue. For other colour 
reactions and solubilities, see page 363 et seq. 

Cryptopine, C-^iHjsOjN, occurs in but very small quantity in 
opium, and is precipitated on adding sodium hydroxide to the mother- 
liquor from which codeine, narceine, thebaine and papaverine have 
been separated. It crystallises from alcohol in minute six-sided 
prisms and has a m. p. of 218°. It is optically inactive, sparingly 
soluble in boiling alcohol, very slightly in benzene or petroleum 
spirit, but more readily in chloroform. When freshly precipitated 
it is soluble in ether, but slowly separates from the solution. 
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Cryptopine and its salts have a biller taste and pungent cooling 
after-taste; they are hypnotic and mydriatic. 

Cryptopine salts when dissolved in hot water usually produce on 
cooling a gelatinous mass, which is gradually changed to cr>'.stals. 
The normal sulphate docs not crystallise; the acid salt gelatinises, as the 
solution cools, and the jelly shows but slight signs of crystallising, 
even after standing several weeks. The acid oxalate and acid tartrate 
are very sparingly soluble. Neutral cryptopine ffiecofiate, (Cjjilj,- 
O3N)2C7H407-f- loHjO, is insoluble in cold, and but slightly soluble 
in boiling water, and is probably the form in which the alkaloid exists 
in opium (Pharm. Jour., 1888 [///], 18, 250). 

Gnoscopine, C22H23O7N, occurs in the mother-liquors of narceine. 
When recrystal Used from boiling spirit the base forms long, thin, white 
needles, having a w^ooly appearance when dried. 

It may be prepared from narcotine by heating with acetic acid to 
130° and Dobbie and Lauder have shown that it gives the same 
absorption spectrum as narcotine. For method of preparing see also 
Rabe and McMillan {Per., iqio, 43, 800). 

More recently Perkin and Robinson {Proc. Chem. Soc., 1910, 26, 
46, 13 1) have demonstrated that it is racemic narcotine. They sep- 
arated the d- and /-varieties by fractional crystallisation of its d-bromo- 
camphorsulphonate from acetic ether. By boiling cotaminc and 
meconin with potassium carbonate in alcohol f/i-narcotine, identical 
with gnoscopine, was synthesised. 'Fhe synthisis of cotaminc by 
Salway (/. Chem.Soc., 1910, 97, 1208) therefore makes the synthisis 
of gynoscopine complete. Gnoscopine probably docs not exist in 
opium as such, but is produced from narcotinc by racemisation. 
It melts at 228°, decomposing at the same time, and burns with a 
smoky flame, leaving a skeleton of charcoal. In pure sulphuric acid, 
gnoscopine dissolves with slightly yellow' colour, which becomes at once 
carmine-red upon addition of a trace of nitric acid, the colour being 
permanent. This reaction distinguishes the base from rhoeadine, 
which becomes red wdth sulphuric or hydrochloric acid alone {Pharm. 
Jour. 9, 82). Gnoscopine hydrochloride gives a buflf-colourcd 
precipitate with platinic chloride. 

Hydrocotamine, C,2Hjj,0,N, is formed from narcotinc, together 
with meconin, by the action of nascent hydrogen, or by the hydrolysis 
of narcotine with formation of opianic acid as indicated on page 358. 

It crystallises in prisms containing i / 2 molecule of water and which 
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melt at 55®. It is insoluble in water and alkalies but readily soluble 
in alcohol, chloroform and ether. The base may be distilled with 
little decomposition at about 100°. It forms easily soluble salts and 
is more poisonous than cotamine and narcotine. Its constitution is 
that of a derivative of methyltetrahydroisoquinoline. 

Lanthopine, C23H250^N, is obtained from the mother-liquors left 
from the preparation of morj)hine by the Robertson- Gregory process 
(sec page 372). It is a weak base, forming no acetate, crystallising 
from chloroform in small prisms, melting at about 200°. It is insol- 
uble in alkalies, slightly soluble in alcohol, ether and benzol, but 
somewhat more readily soluble in chloroform. It is coloured orange- 
red by nitric acid, and pale violet by sulphuric acid, the latter colour 
changing to a dark brown on heating. (Sec also pages 367, 368.) 

Laudanine, €201126^^4^, as indicated by the researches of Hesse 
is »-methyl-trimethylpapaveroline. It is found with lanthopinc and 
has been prepared on a commercial scale by Merck from opium 
mother-liquors, hut the yield is only onc-thiid that of cryptopine. 
Laudaninc crystallises from its solution in boiling alcohol in transparent 
granules or hexagonal prisms melting at 166°. Laudaninc is optically 
inactive, tasteless, and poisonous, the hydrochloride being bitter and 
resembling strychnine in its elTects. It resembles morphine in dis- 
solving in alkali hydroxide solutions, but the sodium-derivative is 
reprccipitated in glistening white needles on adding excess of alkali 
hydroxide. From its solution in alkali hydroxide, laudaninc is wholly 
unremoved by chloroform or amyl alcohol, but is extracted if pre- 
cipitated by ammonia. Its phenolic character is further evidenced 
by the green colouration yielded with ferric chloride. Treatment with 
methyl iodide converts laudaninc into a base chemically resembling 
codeine, and distinct from laudanosinc. The solution of laudaninc 
in pure concentrated sulphuric acid has only a very faint pink tint; 
the same acid containing iron yields a slightly deeper tint; but on 
heating either solution till the acid begins to volatilise, a violet coloura- 
tion is obtained. With nitric acid, laudaninc gives an orange-red 
colour. Laudaninc is a strong base, having ap alkaline reaction, and 
forms well -crystallised salts of a bitter taste. BHI is sparingly soluble 
in cold water, and BHCl easily soluble in water, but nearly insoluble 
in brine. (See also pages 363, 367.) 

Laudanidine, CJ0H25O4N, which was discovered by Hesse in 
1894, very closely resembles laudanine and is probably its levo- 
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modification. It has a m. p. of 177° and is levorotatory, Hesse 
giving [a]o = -87.8° 

Laudanosine, C2iH270^N, the constitution of which is described 
on page 361, is homologous with laudanine. It is insoluble in water 
and alkalies but soluble in alcohol, ether, chloroform and benzol, 
crystallising from the last solvent in needles which melt at 91°. Its 
solution is strongly alkaline, and it is dextrorotatory. 

In alcohol 97% r= 2 [a]” + 105° 

In chloroform C = 2 [a]” -f 56°. 

Both the free alkaloid and its salts arc very bitter in taste and arc 

strong tetanic poisons. Laudanosine is best isolated by conversion 

into its sparingly soluble hydriodide. It gives no colouration with 
ferric chloride. (See also page 367.) 

Morphine, Ci7H|tt03N, has already been fully described. 

Meconidine, C2iH23^4^ forms a brownish-yellow amorphous 
mass, melting at about 58®, in.solublc in water, soluble with diffi- 
culty in ammonia, but readily in alkali hydroxides. The base can- 
not be removed from its solution in caustic soda by agitation with 
ether, but is extracted from its ammoniacal and lime-water solutions. 
Meconidine is alkaline in reaction and nearly destitute of taste, but 
yields very bitter, unstable salts. It is very easily decomposed by 
mineral acids, with production of a rose colouration. It is dissolved 
by strong sulphuric acid with an olive-green, and by nitric acid with 
an orange-red colour. 

Narceine, CjaHj^OgN, is described as regards its constitution on 
page 360. This base was originally discovered by Pelletier, who 
attributed to it m. p. 92*^, but Hesse found it to melt at 145°. 
This latter figure, although subsequently corrected by Hesse himself, 
has been generally adopted by compilers, though Claus and Mcixner 
found 162°; but E. Merck has shown {Chem. Zeit., 1889, 525) 
that the ordinary commercial alkaloid of English manufacture melts 
between 150 and 160®, and the pure base at 170-171®.^ Narceine 
crystallises from water in long white prisms or delicate needles, con- 
taining 3H2O, which is driven off at 100®. It has a bitter taste, with 
styptic after-taste, and the researches of Von Schroder {Arch. f. Expt. 
Pathol. y 1883, 132) indicate that it is the most strongly narcotic of all 
the opium alkaloids. It is optically inactive. It is very sparingly 

> Dott Mates that the m. p. is indefinite, as partial decomposition occurs. 
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soluble in cold water or alcohol, but dissolves ver>- easily on heating. 
It is but slightly soluble in chloroform, and insoluble in ether, benzene 
and petroleum ether. Narceine is precipitated on adding ammonia 
or potassium hydroxide to solutions of its salts, but dissolves in excess 
of either reagent, and on addition of a large excess of alkali hydroxide 
is reprecipitated as any oily liquid. 

Narceine is a very weak base, the free alkaloid having a very feeble 
alkaline reaction to delicate litmus; the solutions of its salts may be 
titrated with litmus just as if the alkaloid were absent. The acetate is 
decomposed by water, and the base is said to be extracted by chloro- 
form (but not by amylic alcohol) from liquids containing even free 
mineral acids. BlICl forms needles or short stout prisms very easily 
soluble in water and alcohol, and melting with decomposition at 163°. 
Narceine liberated from the hydrochloride or other salts by ammonia 
retains hydrochloric acid with great persistency, and cannot be purified 
by recrystallisation from water or dilute alcohol. According to E. 
Merck (Chem. Zeil,y 1889, 13, 525; Pharm. Jour., 1889 [///], 19, 1034; 
20 , 481) narceine can best be obtained pure by crystallisation from 
water containing some ammonia or alkali hydroxide, but a considerable 
quantity remains in permanent solution. For therapeutic purposes, 
the presence of a small proportion of hydrochloride is of no conse- 
quence, and Merck considers that a preparation free from meconin, 
and so far freed from basic salt as not to melt below 165°, is sufficiently 
pure. 

Chlorine-water, followed by ammonia, gives a blood-red colour with 
narceine, but many other substances {e. g., tannin) behave similarly. 
Potassium dichromatc gives a crystalline precipitate after some time. 
Iodine gives a brown precipitate in narceine solutions, but if ammonia 
be added to remove excess of iodine the precipitate is seen to be blue. 
Weak iodine solution colours narceine black-blue; in boiling water a 
colourless solution is obtained, but tire crystals formed on cooling have 
a violet or blue colour. Sulphuric acid containing iodic acid gives with 
narceine a black colouration changing to red (sec also page 365 et seq.). 

A substance called meconarceine has been described by Merck but 
it is a mixture of variable composition. (See Pharm. Zeit., 1889, 
34» 90 ) 

Narcotine, ^ C32H23O7N, occurs in opium in very variable quantity, 
the usual range being from 1.3 to nearly ii %. but some samples con- 

^ The constitution and decomposition-products of narcotinc are described on page 358. 
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tain traces too minute to be recognised by the usual methods. Nar- 
cotine may be extracted from dried opium by ether or benzene, or by 
the same solvents from the precipitate produced by ammonia in the 
aqueous solution of opium. ^ It may be separated from narceine by 
precipitating tlie solution with excess of ammonia, when the narceine 
remains in solution. 

Narcotine cr)^stallises from alcohol or ether in colourless, transparent, 
glittering prisms or groups of needles, wluch melt at 176'^ and resolidify 
at 130°, crystallising if cooled slowly. Above 200° narcotine is decom- 
posed into meconin and cotaniine. It ijs feebly narcotic, exhibiting 
poisonous effects only in somewhat large doses (1.5 to 3.0 grm.). 
The solid base is nearly tasteless, but the solutions are bitter. In the 
free state narcotine is levorotatory, but the salts exhibit dextrorotation 
Hesse found the following rotation in different solvents: 

ifii'o ) . 

In alcohol 9 7 Co C = o.74 

In chloroform €=2-5 5 ° 

2 mol. IIC'l + water C=2 -|-47-o“. 

10 mol. HCl -f water C==2 [o:]J" -f 500^ 

2 mol. HCl -f- alcohol 80% C=2 4-1.15.5°. 

For a solution in benzene Dott and Teddic found —229° 
(when C' was 1.5), and for a solution in dilute oxalic acid, S,,— 4-62°. 

D. B. Dott has obtained the acetate, sulphate and hydrochloride 
of narcotine in a crystalline state; but the first of these salts is almost 
completely decomposed by solution, the base being precipitated and 
free acetic acid formed. The same reaction occurs when sodium 
acetate is added to a solution of narcotine hydrochloride (compare 
page 370). The hydrochloride and sulphate of narcotine are some- 
what more stable, their solutions remaining clear even w^hen laigcly 
diluted; but they react with litmus just as if the acid were uncombined, * 
and yield the narcotine to chloroform and similar solvents. These facts 
prove the basic properties of narcotine to be very feebly marked. 

Narcotine w'as at one time used to some exlent in India as an anti- 
periodic in place of quinine because of its lower cost at that time. For 
an extended paper on its pharmacology see Crawford and Dohmc 
{Proc. A. Ph. A., 1902, 472). 

* opium from which the narcotine has l>een removed in this manner is an article of com- 
merce, it constitutes the so-called deodorised opium of the nharmacopoeias. 

* Narcotine hydrochloride is neutral to metnyl-orange (Dott). 

VOL VI.--26 
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Narcotine meconate forms a syrupy solution, which on evajwration 
dries to a varnish which rcdissolves perfectly in water. 

The alkali hydroxides, alkali carbonates, and ammonia throw 
down narcotine as a white crystalline precipitate, almost insoluble 
in cold water and in excess of the precipitants. It may be ex- 
tracted from the alkaline li(juid by chloroform or benzene, or less 
readily by ether or amyl aclohol. It is practically unaffected by 
petroleum spirit. 

Narcotine is precipitated by tlie usual alkaloidal reagents, but the 
reactions arc not very characteristic. With potassium thiocyanate 
it yields a crystalline precipitate readily soluble in acids, even in acetic 
acid. Iodised potassium iodide precipitates narcotine from extremely 
dilute solutions. Narcotinc may be precipitated and titrated by 
Mayer’s solution. 

If a solution of narcotinc in dilute hydrochloric acid be treated 
with bromine, a yellow precifiitate is obtained, which dissolves on 
boiling; by gradually ad(rmgihtk>mine-w’ater, and boiling, a fine rose 
colour is produced, but isYeaciily destroyed by excess of bromine. The 
reaction is characteristic. With chlorine-water, narcotinc gives a 
yellowish- green colour, turned orange by ammonia. Iodic acid gives 
no colouration with narcotine. If narcotinc be mixed with twice its 
weight of cane-sugar, and the mixture moistened with strong sul- 
phuric acid, a fine and persistent mahogany-brown colouration is 
produced, said by M. Robin to be liighly characteristic. (See also 
page 381.) 

According to Rabat if o.i c.c. of a solution of narcotinc in 10% 
sulphuric acid is added to 2 c.c. sulphuric acid (1.84) and then solutions 
of various phenolic sul)stances added, on w'arming intense colour 
reactions are given. Use o.i c.c. of the reagent. 

Gallic acid (1:20), emerald green turning to blue. 

Guaiacol or catechol (1:20), red changing to violet. 

Morphine (1:50), violet. 

Very similar reactions arc obtained by oxidation of narcotine with 
potassium permanganate which forms opianic^acid, then adding alcohol 
and subsequently treating as above. The colour reactions are due to 
opianic acid. 

For a process to assay opium for narcotine see under Codeine 
page 393 * 

Ozynarcotine, CjjHjjOjjN, is contained in the mother-liquors of 



BASIC ASSOCIATES OF MORPHINE. 


403 


narcotine. ^ It forms minute crystals, somewhat soluble in hot watt-r, 
but little soluble in hot alcohol, and insoluble in ether, chloroform or 
benzol. By oxidation with ferric cliloride it yields cotarnine and 
hemipinic acid. BIlCl-l- 2II2O forms crystals. 

Papaverine, C20H21O4N, is a w'eak base of feeble nareotic prop- 
erties. It is separated from narcotine by crystallisation from a 
strong solution in oxalic acid, the acid oxalate of papaverine (m. p. 
196°) being very sparingly soluble. Papaverine crystallises in rhom- 
bic prisms or needles, or sometimes in scales, melting at It 

is practically inactive; Goldschmidt gives [o-jy' *= 4-0.11° in chloro- 
form where C = 17.8. 

The neutral succinate forms large tabular crystals melting at 171°, 
and soluble in hot water; the benzoate, triclinic crystals melting at 145°, 
and soluble in alcohol but insoluble in water; and the salicylate, 
monoclinic crystals melting at 130°. Sulphuric acid containing iodic 
acid gives tvith papaverine a purple colour, turning black and green. 
Dilute solutions of papaverine salts are not precipitated by phospho- 
molybdic acid. Tincture of iodine, added to an alcoholic solution 
of papaverine, gives gradually a precipitate of crystalline needles. 
With potassio-iodide of cadmium, papaverine yields a dense white 
precipitate. 

Several colour reactions of papaverine arc described on page 365, 
but Pictet and Kramers {Ber., 1910, 43, 1329) have recently shown 
that many of the colour reactions given by papaverine have been due 
to cry'ptopine present as an impurity. 

Papaverosine, found by Deschamps (1864) in the dried seed 
capsules of the poppy, crystallised in prisms, was soluble in alcohol, 
ether, chloroform and benzene, and formed a gummy hydrochloride. 
With sulphuric acid it gave a violet colouration. 

Porphyroxine, described by Merck in 1837 as the red colouring 
matter of opium, according to Hesse is a mixture of several ba.scs, one 
of which is meconidine, and another probably rheeadine, which latter 
alkaloid also occurs in the capsules and other parts of the red poppy. 
Kanny Lall Dey {Ph^rm. Jour., 1882 [«/], 12, 397) states that by 
treating the aqueous extract of Indian opium with ammonia, or 
sodium carlx)nate, and immediately agitating with ether, the ethereal 
solution always leaves on evaporation a substance (rhoeadine?) which, 


* Oxynarcotinc was first isolated in an impure condition by D Ttrrxwn, from crude nar- 
ceine. This product was purified and analysed by Alder Wnght and HeckcU 
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when warmed with dilute hydrochloric acid, gives a rich purple colour- 
ation, and he recommends the reaction as a test for Indian opium. ‘ 
With Turkey and Smyrna opium no such reaction is obtained. 

Protopine, appears to be the most widely distributed 

of all the opium alkaloids. It is found in very minute quantity in 
opium, but has been met with also in Macleya cordata, Stylophorum 
diphyllunif Sanguinaria canadensis^ Chelidoniutn majtts and in Corydalis 
veruyi to the extent of 0.13%. Protopine resembles cryptopine, but 
the solutions of its salts have a bitter taste, and do not gelatinise on 
cooling. In small doses, protopine acts on frogs as a narcotic, and in 
stronger doses paralyses the muscle-substance and the peripheral ends 
of the nerves. Upon mammals it has a poisonous action like that of 
camphor, but differs from it in paralysing the circulating organs. 
(See also pages 354, 367.) 

Pseudomorphine. Oxydimorphinc, CjJIjgOeNj." This alkaloid 
is best purified by solution in ammonia, from which it crystallises 
in colourless leatlcts or delicate silky needles containing 3II2O which 
on heating decompose without melting. It is a very weak base, 
forming no acetate, and is without action on vegetable colours. It is 
tasteless and not poisonous. It dissolves readily in alkali hydroxides 
and milk of lime, but is insoluble in all the ordinary alcoholic and 
ethereal solvents, as also in water, in dilute sulphuric acid and alkaline 
carbonates. Its optical rotation is given by Hesse as follows: 

1 mol. HCl -1- water, C = o.8 to 1.6 [«]d — 114. 76° 4* 4.96 C. 

5 1/2 mol. NajO -f water, C=2 [^»]d —198.9°. 

Its most soluble salt is the hydrochloride, which requires 70 parts 
of cold w'ater for solution. On adding ammonia, avoiding excess, 
the alkaloid is precipitated in a crystalline state from the hot, 
and in a gelatinous state from the cold solution. Hesse finds that 
when pseudomorphine is mixed with an equal weight of cane- 
sugar, and strong sulphuric acid (pure) added, a characteristic dark 
green colouration is obtained, which gradually turns brown (compare 
test 5, page 381). If the acid contain a minute quantity of iron, a blue 
colouration changing to green is produced. 

* Merck repeatedly dips a slip of filter paper in the ethereal solution, allowing it to dry 
spontaneously alter each immersion. The paper is then moistened with hydrochloric acid 
and exposed to steam, when it will acquire, espiecially after drying, a more or less distinct 
rose-red colour. 

• Paeudomorphine occurs very rarely, having been observed by Hesse in good Smynia 
opium only once m 4 years It may be prepared by treating morphine with oxidising 
agents of moderate power, such as potassium femeyanide or dilute permanganate. 
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In forensic examinations it may be met with as a transformation 
product of morphine in the body. (See Reichardt, Plu Ccntralh.f 
1908, 49, 951.) 

Rhoeadine, CjiHjiOgN, exists in all parts of the red poppy (Papaver 
R}i(£as), and in the ripe seed-capsules of the white poppy. It forms 
small white prisms, which are tasteless and not poisonous. It melts 
at 232° and is but slightly soluble in water, ammonia, alcohol, ether, 
chloroform and benzol. Its solutions in weak acids, avoiding excess, 
are colourless, but on adding excess of sulphuric or strong hydrocliloric 
acid a purple-red colour is produced. This is destroyed by alkalies 
and restored by acids, and is so intense tliat i part of rhoeadine will 
colour 10,000 parts of water purple-rcd, 200,000 deep rose-red, and 
800,000 distinctly red, although only a fraction of the base is con- 
verted into colouring matter. The colourless solution of rha'adine in 
acids is precipitated by tannin. On adding potassium iodide to 
a solution of the acetate, the hydriodide is precipitated as a dense 
crystalline mass, consisting of microscopic prisms. An aqueous 
solution of rhoeadine becomes red by prolonged boiling, part of the 
alkaloid being converted into the isomcTic base rha'agenine (soluble 
without colour in acids), and on adding a drop of hydrochloric or 
sulphuric acid the whole base is decomposed, the solution acquiring a 
purple-red colour. Cold dilute sulphuric acid converts solid rhoeadine 
into a colourless resinous mass, which soon (li.ssolves with splendid 
purple colour, changing to dark purjde on boiling, and depositing on 
cooling small prisms which are brownish-red by transmitted and green 
by reflected light; wliile the liquid retains rheeagenine equal to 99% 
of the rhoeadine present, together with the colouring matter. 

Opium sometimes contains a base which* gives the above colour- 
reactions with sulphuric acid, but it is somewhat doubtful if it is 
actually rhoeadine. (Compare Porphyroxine, page 403.) 

Thebaine, Cj^HjiGaN, is described as to its structure and relation 
to other opium alkaloids on page 356, Thebaine occurs in opium in 
proportions ranging from 0.15 to 1.0%. It crystallises in silvery 
scales from dilute alcohol, and in needles or hard quadatic prisms 
from strong alcohol. It melts at 193° and some observers state that 
it sublimes at 135°, but Hesse and Dott agree that this is not the case. 
It is almost insoluble in water and alkalies, soluble in 10 parts alcohol 
and in 140 parts ether at 10°; readily soluble in chloroform and benzol. 
It is levorotatory. 
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In alcohol 97%, C= i [a]o — — 216.4°. 

In chloroform C=5 1 «]d = —229.5°. 

It has a sharp and styptic taste, and is a powerful tetanic poison, 
producing symptoms resembling those due to strychnine. 1 he fatal 
dose is smaller than that of morphine. Thebaine gives a reddish- 
brown colouration with chlorine-water and ammonia. Its other 
colour-reactions (and its solubilities) have already been described. 
(See page 36"^ ct sccj.') I* or some additional colour tests sec Reichard 
(Pharm, Centralh., 1906, 47, 623). 

Thebaine is stated to be extracted (with some difficulty) by chloro- 
form from its acid solutions; but the statement requires confirmation, 
as it is inconsistent with the strongly-marked basic characters of the- 
bainc.^ From narcotinc, thebaine may be separated by treating the 
concentrated acetic solution with excess of basic lead acetate, which 
precipitates the narcotinc only. It may be removed from the aqueous 
opium extract in the course of a morphine assay, as the almost insoluble 
thebaine salicylate by the use of sodium salicylate. 

Dilute acids readily alter thebaine, converting it into the amorphous 
base thebenine, which is sparingly soluble in hot alcohol 

and insoluble in other simple solvents. When heated to 90°, under 
pressure, with fuming hydrochloric acid, thebaine yields morphothebainef 
CtsHi.NOa, which crystallises from benzol in plates, melting at 
190-191°; insoluble in alcohol and ether, slightly soluble in water and 
easily in alkalies. (See Howard, Ber.f 1884, I7> 5^7 > I9> ^59^» 

and Freund, Ber.y 1899, 32, 168.) 

Tritopine, C43H5,07N3, was isolated by Kauder in minute quantity 
from the mother-liquors of the opium-alkaloid manufacture. It 
resembles morphine and laudanine in being soluble in NaOH solution, 
but is reprccipitated in the form of an oil by a large excess of the reagent. 
Tritopine crystallises in characteristic anhydrous, transparent, needle- 
like plates melting at 182°, easily soluble in chloroform and alkalies, 
but only slightly in ether or petroleum ether. With sulphuric acid it 
behaves like laudanine. It appears to be^ a di-acid base {Arch. 
Fhami. 228, 419) and closely resembles laudanine, laudanidine and 
laudanosine. 

Xanthaline, CjoHiaOjN, was isolated from opium by T. and H. 
Smith {Pharm. Jour., 1893 l*^]» 793) them given the 

* It is possible that certain thebaine salts are soluble in chloroform (as are those of codeine) 
and are dissolved as such by atntating their aqueous solutions with chloroform. 
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formula CsjHjgNjOg, but Dobson and Perkin have recently investi- 
gated it ( 7 . Oiem. Soc., 1911, 99, 135) and give the first mentioned 
formula. Their work shows its identity with papaveraldine, a product 
of the oxidation of papaverine by permanganate. 

It is a cr>'stalline powder, insoluble in water ami alkalies, sparingly 
soluble in hot alcohol, more easily in benzol and readily in chloroform. 
It melts at 208° (Dobson and Perkin), 206° (T. and II. Smith), and by 
reduction with zinc and hydrochloric acid gives hydroxanthalinc^ 
melting at 137°. Xanthaline forms salts having a yellow colour, hence 
the name given it. It is not certain whether it is present in opium or 
is formed from papaverine during the process of extraction. 


Opium. 


Opium is a gummy mass, consisting of the inspissated juice from 
the incised unripe fruit-capsules of Papaver somnifenim^ hardened in 
the air. 

Opium is produced in Tuikey, Asia Minor, Persia, India, China, 
and other countries, but Smyrna, Constantinople, or Turkey opium 
is the only variety recognised by the majority of the pharmacopoeias. 
Persian and East Indian opiums are imported chiefly as sources of the 
opium alkaloids. ^ Chinese opium is wholly consumed locally. 

Opium varies considerably in appearance, composition, and quality, 
according to its origin and mode of preparation.^ 

Opium is remarkable for the large number of definite, highly com- 
plex, crystalline principles contained in it. Of these the majority are 
alkaloids, a list of which is given on page 354. In addition, opium 
contains acetic, lactic, sulphuric and meconic acids, the last substance 
being peculiar to opium. Besides these bodies and the inorganic con- 
stituents, opium also contains the indifferent bodies meconin, mecono- 
iosin, and opionin, and a variety of sugar, together with gummy and 
pectous matters, albumin, wax, fat, caoutchouc, resin, and a humoTd 


* The variety of poppy cultivated in Minor Is said to be the black, which usually has 
purple flowers, and bfack, thoufih occasionally white, seeds. It is said to be usually richer 
m morphine than that from the wkiis-flowering and white-seeded poppy, which is rich m 
narcotine, and appears to be the only kind cultivated in Egypt, Persia, India, China, and 
Japan. (For a chemical distinction between Turkey and Indian opium, see pages 403. 404,) . 

* The product of Asia Minor entering commerce largely as Smyrna opium, occurs in 
rounded, irregularly formed, or flattened masses, varying in weight but commonly about 
8 ounces to a pounds, usually covered with portions of poppy leaves, and scattered over 
with the reddish-brown chaffy fruits of a species of Rumex, When fresh, plastic and inter- 
nally somewhat moist, coarsely granular, and reddish- or chestnut-brown, but becoming 
harder by keeping, and darkening to blackisb-brown. Odour strong, peculiar, narcotic; 
taste nauseously bitter. 
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acid. Woody fibre and other extraneous matters are also frequently 
present; but genuine opium is wholly free from both starch and tannin. 
The following may be taken as the general composition of opium: 


Morphine 

Narcotine 

Other alkaloids ... 

Meconin 

Meconic acid 

Peculiar ream and caoutchouc . 


f 6 to IS, I Fat 

\ average K j 

4 to 8 I Gum and soluble humoid acid 
o . s to 2 , substances. 

under i ' Insoluble matters and mucus. 

r 1 to 8. * Ash 

I avcraRc 4 | Water 

5 to 10 I 


% 

1 to 4 

40 to 56 

18 to 20 
4 to 8 
8 to 30 
average 20, 


Alkaloids. — Morphine is the most abundant of the bases of opium, 
and the most valuable of the constituents. It exists in opium in com- 
bination with sulphuric and meconic acid. The various pharmaco- 
poeias differ as to their standards for the morphine content of opium, 
but good gum opium should contain from 9 to ii% of morphine and 
if dried should range from 12 to 15%. Good Smyrna opium deprived 
of water usually contains from 12 to 15% of morphine, though cakes 
from the same case are apt to vary considerably; but if the proportion 
be below 10% on the dry substance, adulteration may be suspected. 
Egyptian opium is poorer in morphine than that from Asia Minor, 
the proportion ranging from 6 to 12%, but it contains a larger pro- 
portion of narcotine. Persian opium is extremely variable in quality, 
probably partly in consequence of the practice of mixing it with sugar 
and other adulterants, though much of it is equal to ordinary Turkish 
opium. East Indian opium is, as a rule, remarkably weak in morphine, 
the proportion being sometimes as low as 2.5%, more commonly 
between 3.5 and 5, and occasionally as high as 8 or 9%. This inferi- 
ority is probably partly due to climate and partly to defective methods 
of collection and preparation.^ The variety known as “Patna garden 
opium’' is prepared specially for medical use, and contains from 7 to 
8% of morphine. In Chinese opium, the proportion of morphine is 
generally low. French opium yielded Guibourt from 14.4 to 22.8% of 
morphine, and German from 16.5 to 20%; that from the white poppy 
containing, according to Biltz, 6.8^;;.(?). Algerian opium from red 
poppies yielded 10.4 to 17.8% of morphine, #and from white poppies 
1.5 to 8.5%(?). In the United States opium, the proportions of 
morphine observed have ranged from 6 to 1 5%. 

The morphine in opium is usually stated to exist in combination 

* Aubergier states that in one case the product contained t 8% of morphine, while the 
opium from a neighbouring farm, where the collection was made somewhat later, contained 
only u%. 
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with meconic acid, but Dott has shown that morphine ordinarily 
exists in opium partly as meconate and partly as sulphate . ' Dohmc’s 
investigation {Am. Jour. Pharm., 1891, 73, 164) led him to conclude 
that morphine and also codeine and narceine arc combined with 
sulphuric acid in opium, while the meconic acid is partly free and 
partly combined with narcotine. In some cases traces of acetate and 
lactate are present. 

Narcotine exists in opium in widely vaiying proportions and often 
in considerable abundance. Upward of 10% has been occasionally 
met with. East Indian opium always contains more narcoline than 
morphine, while French opium sometimes affords neither narcotine 
narceine, nor thebaine. 

The narcotinc in opium is generally assumed to be uncombined, 
as it is readily extracted by treating the original (dried) substance 
with ether or benzin; but as narcotinc is readily removed from the 
acidified solutions of most of its salts by agitation with a suitable 
solvent, such as chloroform or benzin, it dot's not follow that its 
extraction from opium is due to its presence in a free state. It most 
probably usually exists as meconate. Occasionally the narcotine 
resists the action of solvents, unless the sample of opium has been 
previously treated with ammonia.^ 

• Pharm. Journ , 1884 [Vti], 14, 389. This conclusion is based on the followinR observations: 
I. An alcoholic extract of opium contains sulphuric acid, which cannot bo in combination 
with alkaloids, as metallic sulphates are insoluble in alcohol. 9 . An aqueous extract of 
opium contains sulphuric acid in quantity sufficient to combine with the whole of the mor- 
pnine 3. The same extract contains mcconic acid in quantity insufficient to convert all the 
morphine into meconate 4 The same extract contains inorganic and organic bases with 
which the sulphuric acid will unite in preference to the mtjrnhine, and the remainder of the 
sulphunc acid will not suffice to combine with all the tnorpninc (See also Proc Roy. Soc 
Edin , 188 9-8^, page 189 ) 

* Twelve samples of opium analysed by Fluckigcr {Pharm Journ , 187s Ini]. 5, 84 s) gave 
the following analytical results The proportions of morphine aro most probably sensibly 
below the truth 


Descnption of opium 


' Ethereal extract, consisting of 1 


Morphine 


Pure 

narcotinc 


1. 

Patna. 

Wax 

14.2 

Crude narcf»tine 

10 0 

4.0 

Crude 

Pure 

8.6 

9 . 

Indian (iSi; 3 -S 5 l 

12.7 

9 0 

6.1 

11 

9 

4-3 

3 * 

Akban , 

M.S 

8 5 

5 ■> 

14 

9 

3.^ 

4 - 

Bchar i 

n 0 

7 6 

4 5 

10 

6 

4.6 

5 

Malwa . 

' <> s 

7 <> 

4.7 

14 

4 

6 I 

6. 

Synd. . 

Hyderabad 

1 94 

8 0 

3 I 



J H 

7 

1 10 7 

9 7 

5 4 


. 

3 . 2 

8. 

Candeish ... 

1 • 


7 7 



! 6.1 

9 

Persian. . . 

14 8 

1 10 2 

1 641 



7.1 

10. 

Egyptian ... 

1 II 5 

12.2 

8.7 



5 « 

11. 

Playford, Suffolk (1823) 

8 8 

9 3 

1 6-0 


' ' 1 

4 3 

I 2. 

English (1859) 

13 0 

1 1 0 

8.1 ] 



8 3 


Assays of 38 samples of opium, published by M. Adrian, showed a proportion of mor- 
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Porphyroxine, according to Kanny Lall Dey (Pharm. Jour., 1882 
[Hi], 12, 397), is a definite basic substance, always present in Indian 
opium, but absent from Turkey or Smyrna opium. Dey regards its 
presence as so constant and characteristic of Indian opium that he 
utilises it in toxicological investigations. 

The ot/ier alkaloids of opium have been observed in the following 
proportions: 


Codeine, 0.2 to 0.4%. 
Codamine, 0.003%. 
Cryptopine, very small. 
Lanthopinc, 0.005%. 
Laudanine, 0.005%.. 


Narceine, 0.02 to o.i (0.7)%.^ 
Papaverine, 1.0%. 
Pseudomorphine, 0.02%. 
Rhccadine, minute. 

Thebaine, 0.15 to r.o%.' 


Meconin, Cj^HioO^, is produced by the treatment of narcotine with 
zinc and hydrochloric acid and is a reduction product of opianic acid 
having the formula 


CH— O 

%c<!> 


OCH, 

OCH3 


It is found in opium in small quantities and was found also by Freund 
( 5 <rr., 22, 456) in Hydrastis canadensis. It has been synthesised from 
guaiacol by Fritsch 1898, 301, 351), 

Meconin is an indifferent substance, crystallising in colourless, 
shining six-sided prisms, which melt under water at 77°, or alone at 
102.5® and distil at 155®. It is odourless, bitter, and readily soluble in 
alcohol and chloroform, but only sparingly in ether. Meconin may 
be readily crystallised from boiling water, in which it is moderately 
soluble. 

The meconin contained in opium, in which it exists in the proi>ortion 
of less than 1%, is probably a decomposition-product of narcotine. 

Meconin is extracted from its acidified aqueo^is solution by agitation 
with benzene, chloroform, or amyl alcohol, the first-named solvent 

phine exceedlnR 7% in all but 2 cases, the average being 10%. The narcotine averaged 
a. 5^0. but bore Itttle relation to the proportion of morphine. A sample showing only 
3 87 % of morphine contained 3 45 of narcotine, while other samples contained over 10% of 
morphine ana only the same percentage of narcotine This variation is doubtless the 
reason why some samples of opium cause little or no headache and others occasion very 
disameable symptoms 

^ Narceine often occurs more abundantly than thebaine. 



OPIUM. 


41 1 

being preferable. Meconin dissolves in concentrated sulphuric acid, 
without at first producing any colouration; but the solution gradually 
assumes a greenish tint, changing to reddish in the course of 24 hours. 
If the liquid be then warmed, the colour changes to cmerald-grecn, 
blue, and purple, finally becoming red. The shades and order of 
the colours obtained depend much on the proportion of acid used, the 
tints being bluer and the reaction more delicate with a small quantity. 
Evaporated with slightly diluted sulphuric acid, meconin gives a green 
colouration. In concentrated hydrochloric acid it dissolves without 
change of colour, even on heating. If meconin be dis.solved in strong 
sulphuric acid and a minute fragment of potassium nitrate added, a 
yellow colouration is obtained, rapidly changing to a fine scarlet, 
which fades slowly and is changed to yellow on heating. The reaction 
is delicate. 

An aqueous solution of meconin gives precipitates of characteristic 
microscopic appearance with iodised potassium iodide and a solution 
of bromine in hydrobromic acid (T. G. Wormlcy). 

Meconoisin, was obtained by T. and H. Smith in brown, 

leaf -like crystalline masses from the mother-liquors left on the isolation 
of meconin. When pure it is colourless, freely soluble in alcohol, 
ether, and hot water, fuses at 88®, and on evaporation with somewhat 
diluted sulphuric acid yields a red colour, changing to purple. 

Opionin, according to Hesse, is contained in small quantities in 
Smyrna opium. It forms white needles which melt at 227® and con- 
tain no nitrogen. It is insoluble in water, but dissolves in alkalies, 
alcohol, and ether. When boiled with milk of lime, opionin is decom- 
posed, an acid being formed which is freely soluble in water and ether, 
and gives a bulky precipitate with lead acetate in alkaline solution. 

Mcconic Acid, C7H,0, = C5HO,(OH):(CO.OH),. This sub- 
stance is characteristic of opium, in which it exists chiefly in com- 
bination with the alkaloids, but sometimes a portion of it appears to 
be present in a free state. 

Meconic acid may be prepared from opium by precipitating the 
neutralised aqueous solution of the drug with calcium chloride, filter- 
ing, and decomposing the precipitate of calcium meconate by repeated 
treatment with warm diluted hydrochloric acid. A preferable plan 
is to precipitate the aqueous solution of opium with neutral lead acetate, 
filter, suspend the precipitate in water, and decompose it with a stream 
of sulphuretted hydrogen. The filtered and concentrated solution 
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deposits meconic acid on addition of hydrochloric acid. The product 
may be purified by re-solution in hot water, cooling, and adding hydro- 
chloric acid. Meconic acid may also be conveniently prepared by 
precipitating it as the calcium salt, decomposing this with a slight excess 
of oxalic acid, filtering, and concentrating. See also Valenti {BolL 
Cliim, Fann., 1905, 44, 373 or J, Chem. Soc., 1905, 88, 788) for 
method of preparation and a few colour tests. 

Meconic acid crystallises in micaceous scales or small rhombic 
prisms containing 31130. On being heated to 100°, it loses its water 
of crystallisation and leaves a white effloresced mass. At 120° it 
splits up into carbon dioxide and comenic acid, CgH405, which at a 
higher temperature again loses carbon dioxide, and forms pyromeconic 
acid, C5H4O3. ^ Comenic acid is but sparingly soluble in hot, and is 
almost insoluble in cold water. In absolute alcohol it is quite insoluble. 
Meconic acid dissolves in 115 parts of cold, or 4 parts of boiling water; 
its solubility in the cold is diminished by addition of hydrochloric acid, 
which therefore causes a precipitate in strong solutions. WTien the 
solution of meconic acid is boiled for some time, especially if hydro- 
chloric acid be present, comenic acid is formed, and cr>'stallises out as 
the liquid cools. The aciueous solution of meconic acid has a sour, 
astringent taste, and strongly acid reaction. 

Meconic acid is freely soluble in alcohol (distinction from comenic 
acid) and is deposited in fine crystals on spontaneous evaporation of 
the solution. It is much less readily soluble in ether, slightly solu- 
able in amyl alcohol, petroleum ether, or carbon disulphide and is 
almost wholly insoluble in chloroform. 

Nitric acid readily acts on meconic acid, much oxalic acid being 
formed. 

Meconic acid derives its chief analytical interest from the fact that 
it is strictly peculiar to opium and its preparations, and hence its 
positive detection is a decided proof of the presence of a preparation 
of opium. It is not poisonous. 

The microscopic appearance of the precipitates produced in not 

' The relationship between these j bodies appears to be db follows: 

foil |7)n roH 

CjHOi CO.OH CiHOWH C&HOjIh 

I, CO OH I CO OH I H 

Meconic acid. Comenic acid. Pyromeconic acid. 

Comenic acid forms prisms, amlnse or granules, insoluble in alcohol, soluble in i6 parts 
of boiling water, but deposited on ctxiling 

Pyromeconic or pyriKommic acid contains no c.arboxyl-group, and its acid characters 
are very feebly marked It crystallises in pnstns. is readily soluble in water and alcohol, 
melts at 117'’ and boils at 337“, but sublimes slowly at the ordinary temperature ana 
readily at 100°, 
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too dilute solutions of meconic acid or soluble meconates by barium 
chloride, calcium chloride, potassium fcrrocyanide, and hydrochloric 
acid are liighly characteristic. 

The most characteristic reaction of meconic acid is the formation 
of a deep purplish-red colouration on adding ferric chloride to the 
solution of meconic acid or a meconate. The shade of colour is 
distinctly different from that of the ferric acetate or formate, and the 
ferric meconate also differs from these in not being readily destroyed 
by boiling, or by adding cold dilute hydrochloric acid, and from the 
ferric thiocyanate in being unaffected on addition of mercuric chloride 
or auric chloride. ‘ If any doubt exists as to the presence of an acetate, 
it is desirable to precipitate the neutralised solution with nitrate or 
neutral acetate of lead, wash the precipitated lead meconate thoroughly, 
suspend it in water, and decompose it with sulphuretted hydrogen. 
After evaporating the filtered liquid at a gentle heat to drive off the 
excess of sulphuretted hydrogen, the test with ferric cliloridc may be 
safely applied. Instead of adding ferric chloride to the solution of 
meconic acid, the reagent may be applied to the solid substance, as 
obtained by the evaporation of its aqueous or ethereal solution. 

The red colouration produced by meconic acid and a ferric salt 
is much weakened by oxalic and phosphoric acids, and still more so 
by metaphosphoric acid. 

Comcnic and pyromeconic acids also strike a red colouration with 
ferric chloride, but with the latter acid the colour is less deep. 

Meconic acid may be extracted from its acidified solutions by 
agitation with ether, a property which enables it to be readily separated 
from morphine, acetic acid, tannin, and other substances liable to 
interfere with the observ^ance of its reaction with ferric chloride. The 
extraction is not perfect, even when several times repeated, and hence 
the method cannot be employed for quantitative purposes. 

Meconic acid may be estimated by converting it into a lead salt, 
or colorimetrically by ferric chloride, by comparing the depths of tint 
produced by the sample with that obtained by treatment with a known 
quantity of opium. Very fair approximate estimations of meconic 
acid, and less accurately of opium, may be made in this way, even 
when the quantity of material at disposal is very insignificant. 

Three of the atoms of hydrogen in meconic acid are replaceable 


• Thiocyanates (sulphocyanides) exist in sensible quantity in the saliva (and hence in 
the contents of the stomach) and also m white mustard. 
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by metals, but it is, properly speaking, dibasic, only 2 carboxyl groups, 
CO. OH, being present. The third atom of hydrogen belongs to 
hydroxyl, ajid when this is replaced by metals basic salts of a yellow 
colour result. Astruc reports it as dibasic to most indicators such 
as methyl-orange hut tribasic to Poirrier’s Blue. 

The metallic mcconates are mostly insoluble in water, except the 
meconates of the alkali-mctals. They arc nearly all insoluble in 
alcohol, and are but slightly afTected by acetic acid. The salts 
having 2 atoms of basic hydrogen replaced by metals are neutral to 
litmus paper. 

Acid calcium meconate, Can2[('7H(OIi)Og]2, is precipitated as 
a sparingly .soluble salt of characteristic microscopic appearance on 
adding calcium chloride to not too dilute a solution of mcconic acid 
or a soluble meconate. In presence of free ammonia, less soluble, 
yellow, dicalcium meconate^ Ca2[C7n(OH)()fl]2i is precipitated. On 
treating either of these salts with hot dilute hydrochloric acid, meconic 
acid crystallises out on cooling. 

Iron Meconates. — Ferrous meconate is a colourless, very soluble 
salt, which turns red on exposure to air. Ferric meconate exists in 
the purple-red licpiid produced on adding a ferric salt to a soluble 
meconate. 

Lead meconate is obtained by precipitating meconic acid or a 
meconate (or an aqueous solution of opium) with neutral acetate of 
lead. The triplumbic meconate is slated to be formed even in presence 
of excess of mcconic acid, but it is more probably a mixture or com- 
pound of the normal meconate, PbC7ll2 07, with lead hydro .xide. 
The precipitate is quite insoluble in cold and boiling water, and is not 
afTected by acetic acid. 

Morphine meconate has already been described (page 378). 

Action of Solvents on Opium. 

The action of different solvents and reagents on opium and its 
constituents is briefly as follows: ^ 

Water dissolves meconic acid readily, as also sulphate, meconate, 
and acetate of morphine. The morphine is very sparingly soluble 
in cold water, and narcotine still less so. Narceine is much more 
soluble than morphine, while the resins, caoutchouc, etc., are insoluble, 
though certain gummy matters pass into solution. 
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Alcohol dissolves free morphine as well as the acetate, mcconatc, 
and sparingly tlie sulphate. The other alkaloids of opium, as also 
the resin and caoutchouc, are dissolved by alcohol. 

Amylic alcohol dissolves all the alkaloids of opium, if in a free 
state. The resin also is slightly soluble in amylic alcohol. 

Ether, benzene, and carbon disulphide dissolve only about 
morphine, but the other free alkaloids of opium more 
readily. These solvents also dissolve the caoutehouc, but not the 
resin. 

Acids dissolve all the alkaloids from opium, together with a resinoid 
substance. 

Fixed alkalies, used in excess, dissolve morphine freely, while 
narcotine remains insoluble. Lime water dissolves morphine, but 
is a solvent for narcotine only in presence of morphine. The resin 
of opium is partly soluble in alkalies. 

Ammonia dissolves morphine sparingly, narceine and codeine 
readily, while the other alkaloids and the resin of opium are 
insoluble. 

From the foregoing statements, the arrangement of which is mostly 
due to E. L. Cleaver {Year-book Pharm.^ 1876, page 502), it follows 
that an aqueous solution of opium will contain .sulphate and meconatc 
of morphine and other alkaloids, calcium salts, meconic acid, extract- 
ives, and resinous matter. 

An alcoholic solution will contain, in addition to the above, free 
narcotine, caoutchouc, fat, and resin. 

Opium w'hich has been exhausted with w'aler still retains a bitter 
taste, but this is probably due to narcotine, as it is removed by carljon 
disulphide, benzene, or ether, in which morphine and its salts are 
insoluble. Water, even when cold, may be depended upon to di.ssolvc 
the whole of the morphine from opium, if the resultant solution be 
distinctly acid. In some processes of assaying opium, the sample is 
subjected to a preliminary treatment wdth benzin^ chloroform or ether 
to remove narcotine, caoutchouc, and colouring matter. By this means 
the subsequent exhaustion wdth water is much facilitated, and a purer 
solution of morphine is obtained. In presence of much narcoline, 
morphine is soluble in benzin, but this is not true of the sulphate, 
meconate, or other salts of morphine. Hence there is no loss of 
morphine on extracting opium with benzin. Meconate of mor- 
phine is, however, freely soluble in a mixture of alcohol and chloro- 
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form; but the simultaneous presence of ether prevents its solution 
more or less completely. 


Adulterations and Assay of Opium. 


Opium is liable to a variety of adulterations, some of which are 
of a very gross kind. Sand, clay, ashes, stones, shot, bullets, lead 
turnings and other make-weights arc occasionally met with. Sugar, 
gum tragacanlh, pulp of apricots and figs, pounded poppy-capsules, 
and other vegetable substances of a saccharine, mucilaginous, and 
resinous nature are also employed. Aqueous extracts of poppies 
and of Glaucium luteum arc said to be sometimes added in Turkey, 
though rarely if ever seen in the opium imported into England. Such 
adulterants arc indicated by the darker colour and hygroscopic 
character of the product, by the difficulty in filtering the solution, 
and by the continuous streak which the sample leaves when drawn 
across a sheet of paper, whereas good opium makes an interrupted 
mark. 

The proportion of ash yielded by opium should not exceed 8%. 
The proportion of water in opium averages about 20%, the usual range 
being from 15 to 28%. It is best determined by taking a known 
weight of the opium in thin slices, and noting the loss in weight on 
drying at loo^ 

The extract of opium is determined by exhausting the dried sample 
with cold water, and collecting, drying, and weighing the residue; or 
evaporating the whole or an aliquot part of the solution to dryness, 
and weighing the extractive matter left. Should the insoluble residue 
exceed 40 to 45% of the dried sample (equal to a minimum of 55% of 
e.\tract), tlie presence of sand, clay, or other insoluble (mineral) 
adulterants is probable; while if the residue is below this proportion 
the presence of sugar, gum, or other soluble impurity is indicated. ^ 


* AccordinR to TT:\nbury and FluckiRer, dried opium from Asia Minor should yield from 
55 to 06' — KtueruUy more Ilian Oo — of e.xtractive matter soluble in cold water, the pro- 
portion of extract from Indian opium being from 6o to 68'^. 

The following are determinations by D. 13 Dott {Year book Phorm , 1876, page 498) of 
the loading constiUirnta of 18 samples of opium, purchased from druggists of good standing 
in London. Dublin and Edinburg The aqueous extract was determined by subtracting 
the sum of the water and insoluble matter from 100 00. The proportion of morphine 
calculated on the dried opium averaged n.06%. The proportion of morphine in the dry 
extract was 18.3%. (Compare page 418.) 
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Hager recommends the following additional tests for the purity 
of opium: 25 grains weight of the previously dried sample is triturated 
with half an ounce of boiling water, when the formation of a stiff paste 
will indicate the presence of starch, flour, gum, etc. 2 ounces of water 
should next be added and the liquid filtered. If the filtrate be brown 
or of a deeper colour than “wine-yellow,’' the presence of liquorice 
or other vegetable extracts is probable. The liquid should liavc 
an acid reaction, or admixture with chalk, litharge, or aslies may be 
suspected. The licjuid should give no reaction with potassium ferro- 
cyanide (heavy metals), and if evaporated to i ounce and treated 
with twice its measure of alcohol no precipitate should be produced 
(indicative of adulteration with gum or certain salts). 

On agitating powdered opium with chloroform, any starch or 
mineral adulterants will settle out, and may be weighed and further 
examined microscopically and chemically. 

When moist, opium is very liable to become mouldy, and hence 
should be dried at a moderate temperature and carefully preserved 
from the air. If kept in a damp condition, fungoid growths soon 
make their appearance, and gradually diminish and destroy the aroma 
of the opium, besides materially reducing its alkaloidal value. 


Estimation of Morphine in Opium. 


By far the most important item in the examination of opium is the 
estimation of the morphine present. The proportion of this con- 
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stituent varies considerably, as already stated; but dried and powdered 
opium intended for medicinal use should assay not less than io%. 

The assay of opium for morphine has received much attention, the 
investigators being very numerous and the bibliography very extensive. 
The accurate estimation of morphine in opium is attended with 
peculiar difficulties, and many of the processes which have been pub- 
lished give little better than rough approximations to the truth, 
especially when employed for the assay of abnormal samples. Because 
of the extraordinary extent of the literature on the assay of opium it is 
impossible to do more here than give the details of a few of the most 
prominent methods and refer in brief to some other of the most im- 
portant work on the subject. Even then many things of interest will 
of necessity be omitted. 

The sampling of opium for the purpose of analysis is doubtless 
often responsible for varying reports which may be made on the same 
lot and for the purpose of analysis this is not always an easy operation 
nor is it conducted on a uniform plan. J. B. Nagelvort recommends 
that small slices be cut by a knife from the interior of each lump and a 
lot of these pieces mixed together and lo grm. given for the estimation 
of moisture. I'he remainder is dried, pulverised and the morphine 
estimated in it, 

Squibb recommends a more desirable form of sampling. Ever) 
fifth lump from a ca.se of opium, except the very small lumps, and ever) 
tenth lump of these, is separated for sampling. A cone-shaped piece 
is cut from eaclv of these lumps, the apex to come from near the centei 
of the lump. From the side of t*ach cone a narrow strip is cut, taking 
about an equal proportion from its whole length, so as to give a propei 
relation of quantity from the dr>' exterior and the moist center. These 
strips arc collected together in a cone so as to lose but little moisture 
by drying and tiic cones returned to the lumps. This sample which 
need not exceed 25 to 30 grm. for a case of opium is then used for the 
determination of moisture and morphine. 

The various pharmacopoeias differ somewhat in their standards foi 
opium, that of the United States Pharmacopevia being not less than 
9 % crystalli.sed morphine in the gum opium and 12 to 12.5% in dry 
powdered opium. The British Pharmacopccia requires 9.5 to 10.5?^ 
anhydrous mori)hine in powdered opium, while the German Pharma- 
copcciat 1910, and the last Austrian Pharmacopoeia require 10% anhy- 
drous morphine in powdered opium. The French Codex of 1908 
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gives a standard of 10 to 11% morphine in powdered opium and the 
Japanese Pharmacoptxia adopts the same standard. The Brussels 
Conference adopted a standard of lo^/c morphine for opium drie<l 
at 60°. 

The methods of assay differ considerably and the process of the 
United States Pharmacopivi-aj British Pharmacopa ia and the German 
Pharmacopoeia are given in detail on the following pages. I'he 
Austrian process is nearly identical with the German, and the official 
French and Japanese processes arc likewise nearly identical, both being 
lime and ammonium chloride precipitation, which are not given in 
detail as a similar and rather preferable process is referred to in 
detail under the title of the Stevens methotl. 

The United States Pharmacopn fj, Eighth Revision, uses the following 
method of assay which is practically identical with Squibb’s revised 
process (Kphemeris 3, 1152), this being based upon the earlier method 
of Fluckiger (Archiv. Pharm. [///], 27, 721, 769; Pharm. Jour. |m], 
20, 588) and which is somewhat similar to that proposed by 1'eschc- 
macher and Smith {Chem. News, 57, 93, 103), the outline of which 
process may be still further traced to one originally devised by 
Prollius. 

“ Introduce the opium (which, if fresh, should be in very small pieces, 
and if dry, in very fine powder) into an Erlenmeyer flask having a 
capacity of about 300 c.c., add 100 c.c. of distilled water, stopper the 
flask, and agitate it every 10 minutes (or continuously in a mechanical 
shaker) during 3 hours. Then pour the contents as evenly as possible 
upon a wetted filter having a diameter of 12 cm., and, when the liquid 
has drained off, w\ash the residue with distilled water, carefully dropped 
upon the edges of the filter and its contents, until 150 c.c. of filtrate 
have been obtained. Then carefully transfer the moist opium back 
to the flask by means of a spatula, add 50 c.c. of distilled water, agitate 
it thoroughly and repeatedly during 15 minutes, and return the whole 
to the filter. WTien the liquid has drained off, wash the residue, as 
before, until the second filtrate measures 150 c.c., and finally collect 
about 20 c.c. more of a^ third filtrate. Evaporate carefully in a tared 
dish, first, the second filtrate to a small volume, then add the first 
filtrate, rinsing the vessels wth the third filtrate, and continue the 
evaporation until the residue weighs 14 grm. Rotate the concentrated 
solution about in the dish until the rings of extract are redissolved, pour 
the liquid into a tared Erienmeyer flask ha\dng a capacity of about 
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loo C.C., and rinse (he dish with a few drops of water at a time until 
the entire so/ution, after rinsing's have heen added to the tlask, weighs 
20 grm. Then add lo grm. (or 12.2 c.c.) of alcohol, shake the Bask 
well, add 25 c.c. of ether, and repeat the shaking. IVow add 3.5 c.c. 
ammonia water (io%) from a graduated pipette or burette, stopper tJie 
think with a sound cork, shake it thoroughly during lo minutes, and then 
set it aside, in a moderately cool place, for at least 6 hours, or over 
night. Remove the stopper carefully, and should any crystals adhere 
to it, brush them into the tlask. Decant the ethereal solution as com- 
pletely as possible through 2 counterpoised 7 cm. filters. Add 10 c.c. 
of ether to the contents of the tlask, rotate and again decant the ethereal 
layer upon the filter. Repeat this operation with another 10 c.c. of 
ether, tlien pour the aqueous liquid together with the crystals on the 
filter, and when the liquid has passed through transfer the remaining 
crystals to the lilter by washing the flask with several portions of water, 
using not more than 15 c.c. in all. A feather or rubber-tipped glass 
rod may lie used to remove adhering cr}'stals from the glass. Allow 
the filter to drain, then wash with water drop by drop until practically 
free from mother-liquor, afterward with alcohol previously saturated 
with powdered morphine, applied drop by drop. When this has 
passed tlirough displace the alcohol by ether, using about 10 c.c. 
Allow the filter to dry in a moderately warm place at a temperature 
not exceeding 60° until its weight is constant. Transfer the crystals 
into a tared watch glass and weigh. Treat the impure crystals in a 
flask with lime water (10 c.c. for each o.i grm. of morphine) and 
shake at intervals during half an hour. Filter through a counterpoised 
filter, rinsing the flask with more lime water and washing the filter 
until the filtrate, after acidifying, gives no precipitate with Mayers’ 
reagent. Press the filters until nearly dr}^ between bibulous paper 
and dr)' to constant weight, then weigh contents, using the outer 
filter as a counterpoise. Deduct the weight of insoluble matter on the 
filter from the weight of the impure morphine previously found. The 
difTercnce multiplied by 10 represents the percentage of crystallized 
morphine in the opium.” 

Various minor modifications of tliis method have, from time to 
time, liecn proposed, and special emphasis is laid by different an- 
alysts on certain points in the manipulation. On the whole, the 
process is a fairly good one though somewhat tedious, its chief 
defect being that results obtained by it are not always concordant. 
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The morphine obtained by the precipitation of ver}* variable purity 
but the lime water purification largely corrects this. The quantity 
of morphine precipitated is affected by Uie temperature, time of stand- 
ing, and length and violence of shaking, d'he time is specified, but 
the temperature is not defined with any certainly and the thor- 
oughness of sliaking probably accounts in considerable measure for 
discrepant results of different analysis. 

J. U. Lloyd {Proc . 1 . 77 /. . 1 ., igoO, 451) states that the method is 
reported to him by chemists in the Orient, as not giving results sutVi- 
ciently high, but these ojiinions are not borne out by American irive.sti- 
gators. 

Teschemachcr and Smith digeste<l the jirecipitated, liried morphine 
with benzin to remove narcotine and sucli other ojiium alkaloids as 
might be present and this w'as aKo used by Doll {Plnirm. Jour. [///], 
22, 746). In view' of the fact that they both ultimately determined 
the moqihine by at id titration with //7///;/v indicator, and as narcotine, 
narceine and papaverine have no action on litmus and codeine is not 
only soluble in water, but readily in akohol and ether, this treatment 
seems superfluous. The purification with lime wniter will leave any 
narcotine undissolved. Bergstrom states that in the presence of 
narcotine, high results are obtained by titration w’ith iodcosin, as this 
indicator is not wholly indifferent to narcotine. Longer standing has 
been recommended as gi\ing more morphine, Bergstrom (Pharw. 
Ccniralli., 1906, 47, 632) stating that the precipitation of morphine is 
not complete even after 24 hours, but the higher results are undoubtedly 
attributable to impurities. Fromme (('aesar and Loretz, Rep., 1904, 
55) found that in precipitating morjdiinc by ammonia in presence of 
ether after 24 hours’ standing, calcium meconate was present and in 
one case a lithium salt was also found. Later (P/iarm. Zrit., 1907, 
52, 778) he reported that the difference between weight and titration 
of precipitated morphine was 0.05*^,^ to 0.15^,^' after 10 minutes’ 
standing and about 0.4^ ^ 24 hours’ standing. 

Mallinckrodt and Dunlap {J . .D>/. CJicm. Soc., 1895, 27, 946) 
determined the compq,sition of meionates contaminating morphine 
obtained by the United States Pharmafopoda 1890 process which 
differs but little from that of the United States Pharniaeopa’ia, Eighth 
Revision, e.xcept in the final purification, and found that it was largely 
calcium-ammonium meconate, CaNIl^CyH^Oy. This salt requires 
more acid for neutralisation than does morphine, so titration by N ! 10 
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acid does not show correctly the purity of the precipitated morphine. 
For this reason the lime water purification is preferable. 

Dohme {Bull. 99, Bureau Chetn.^ U. S. Dept. Agric., page 162) 
recommends the following modifications of the United States Pharma- 
copa'ia assay: 

Proceed as directed by the pharmacopoeia to precipitation of 
morphine. To the 20 grm. of aqueous extract add 60 grm. of alcohol, 
cork dask, shake well for i minute, and set aside for 30 minutes, 
during which time the precipitated material should have completely 
subsided. Decant the clear supernatant liquid into a tared 250 c.c. 
evaporating dish, transfer the precipitate to a 7 cm. filter previously 
moistened with a mixture of alcohol (3 parts) and water (i part). The 
last portions of the residue are transferred to the filter by using small 
portions of the above hydro-alcoholic solution. The filtrate is to be 
collected in the tared evaporating dish. Continue washing the residue 
and filter by dropping the alcoholic solution on the filter and the 
residue until the filtrate is no longer bitter. Add 35 c.c. of water to 
the contents of the evaporating dish and evaporate on water-bath to 
14 grm., then proceed as directed by the United States Pharmacopada. 
Lamar (ibid.) prefers the following: 

Place 10 grm. of the opium in a flask provided with a condensing 
tube and heat with 50 c.c. of alcohol for about 10 minutes. 
Decant the fluid through a filter into a porcelain dish and extract the 
opium once more with 50 c.c. of the same alcohol. Filter, put filter 
back in the flask, heat the contents of the flask with 30 c.c. of the alco- 
hol, filter again, and wash filter and residue with about 20 c.c. of the 
alcohol. 

The combined alcoholic solutions are evaporated to a thin syrup, 
and then water is added until no more resin is precipitated. The 
aqueous fluid is filtered and after thorough washing evaporated to 
about 15 grm. Then proceed as given under opium in the United 
States Pharmacopada. 

The results obtained by 9 analysts and reported by Keblcr (ibid.) 
indicate that the Lamar modification, though, being somewhat more 
complicated, gives the best results and is to be preferred. A quite 
similar method is recommended by A. B. Lyons (Bull. A. Ph. A.y 
1909, 4, 412). He also calls attention to the need of care in the treat- 
ment of the morphine with lime water to avoid absorption of carbon 
dioxide (Proc. A. Ph. A.^ 1906, 455). 
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Parker {ibid., 1907, 490, 497) suggests a method using lead sub- 
acetate to remove colouring matter and extractive. 

British Pharmacopceia Process .^ — This method of assay is based 
on: The conversion of the resinous matters of opium into insoluble 
lime compounds; the decomposition of the morpliinc mcconate with 
formation of insoluble calcium mcconate; the solubility of the resultant 
free morphine in lime-water; the decomposition of the solution by 
ammonium chloride, with formation of calcium chloride, ammonia, and 
free morphine; the use of alcohol to dissolve impurities, and of ether to 
promote the crystallisation of the alkaloid; and the collection, washing, 
and weighing of the morphine thus obtained. T’he following arc the 
details of the process as laid down in the British Pharmacoperia of 1898: 

“Take of powdered opium, dried at 100®, 14 grm.; lime, freshly 
slaked, 6 grm.; chloride of ammonium, 4 grm.; alcohol, ether, distilled 
water, of each a sufficiency. Triturate together the opium, lime, and 
40 c.c. of distilled water in a mortar until a uniform mixture results; 
then add 100 c.c. of distilled water, and stir occasionally during half 
an hour. Filter the mixture through a plaited filter about 10 cm. in 
diameter into a wide-mouthed bottle (having the capacity of about 
300 c.c., and marked at exactly 104 c.c.) until the filtrate reaches this 
mark.^ To the filtered liquid (representing 10 grm. of opium) add 
10 c.c. of alcohol, and 50 c.c. of ether, and shake the mixture; then add 
the chloride of ammonium, shake well and frequently during half an 
hour, and set it aside for 12 hours.* Counterbalance 2 small filters; 
place I within the other in a small funnel, and decant the ethereal 
layer as completely as practicable upon the inner filter. Add 20 c.c. 
of ether to the contents of the bottle and rotate it; again decant the 
ethereal layer upon the filter, and afterward wa-sh the latter with 
10 c.c. of ether added slowly and in portions. Now let the filter dry 
in the air, and pour upon it the liquid in the bottle in portions, in such 
a way as to transfer the greater portion of the crystals to the filter. 


' Thi« method was onginally devised by Fortes and Langlois (Clmn. News 45, 67), and 
with slight alterations was adopted by the Society de Pharmacie of Pans, ana made official 
in the untied Stales Pharmacopata of 1880. It was further inyiroved by M. Conroy (Pharm. 
Jour. Uh], 15, 473), and adopt^ as the official test m the Brttish Pharmacopaui of 1B85. 

With some further modifications, especially in the increase of the quantity of opium used 
and the titration of the morphine obtained for punty, the method as given here was adopted 
in the 1898 edition. 

* The additional 4 c c. is intended as an allowance for the average increase in the volume 
of the liquid caused by the extractive matter of the opium. 

• “The use of an excess of ether, much beyond ether-saturation, so as to cause an ethereal 
layer to rise above the crystallising lumid, along with the fre<^uent shaking up of the ether 
with the aqueous liquid in the clo^ flask during crystallisations, marks an important ad 
vance in opium assay."— (A. B. Prescott.) The practice has bwn adopted m all recent 
methods of assaying opium. 
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** When the fluid has passed through the filter wash the bottle and 
transfer the remaining crystals to the filter with morphineated water. ‘ 
Wash crystals with morphinated water until washings are free from 
colour. Allow the filter to drain and dry it first by pressing between 
sheets of bibulous paper and afterward at a temperature between 
55 and 6o° and finally at i io° for 2 hours. Weigh the crystals in the 
inner filter, counterbalaniing liy the outer filter. Take 0.5 grm. of 
the crystals and titrate with N/io sulphuric acid until the liquid after 
boiling slightly reddens blue litmus paper, i c.c. N / 10 sulphuric 
equals 0.0283 grm. anhydrous morphine. The weight of the pure 
anhydrous morphine indicated by the titration plus 0.104 (repre- 
senting the average loss of morphine during the process) should 
amount in total to r grm.; that is to say to a total of not less than 
0.95 grm. and not more than 1.05 grm., corresponding to about 10% 
of anhydrous morphine in the dry powdered opium.’' 

The method of measuring the filtrate in a wide-mouthed bottle is 
decidedly objectionable and could well be improved. The method of 
titration would also be preferable if a definite weight of crystals were 
dissolved in excess of A7io sulphuric acid and the excess titrated with 
N/io alkali using methyl orange or cochineal as an indicator. 

I'his process is tolerably simple and rapid and when carefully 
executed gives fairly constant results. 

As suggested by Conroy and proved by Braithwaitc and Farr the 
time allowed for precipitation of morphine may be reduced from 12 
to 2 hours without affecting the accuracy of the results, but it is safer 
to allow 6 or 8 hours to ehqisc before filtering. The titration of the 
precipitated morphine was not practised in earlier editions of the 
Brilish Pharmacopivia, though directed by Tories and Langlois, the 
original proposers of the method {Jour. Pharm. el Chemie, Novem- 
ber, 1881). 

bor comments on the correction factor given sec Braithwaite and 
Farr {Pharm. Jour. [///], 17, 398) and Smith {Cfietn. Nrajs, 57, 
93 » 103)- 

Farr and Wright {Pharm. Jour, [re], 27, 16,4) comment extensively 
on this process and commend it in general, but criticise chiefly the 
large quantity of filtrate used for the assay. Dott {Pharm. Jour. [iv]y 
27i 7^) 35^) discusses various details of the process and recommends 
some dianges though approving the process as a whole. 

* Pre:^re<t by digesting pure morphine in chloroform water for 7 days at 15 s** with oc- 
casional agitation to obtain a saturated solution and filtering oil any undissolved morphine. 
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Dowzard {Pharm. Jour. [tV], 17, ()oo, and 18, V)7) uses hot digestion 
of opium with water for i hour at So-()o'^ and then after addin'^ the 
slaked lime shakes for 2 hours. He increases the speed of the proi ess 
by titrating the washed ervstalsof morphine witliout ])re\ious drying. 
'I'he amount of opium used is less than in the Hnlhh PJuinfhu opa'ia 
process and the necessity of using dilTerent eorreitions than those of 
the British Pluirmacopa'ia in case of the tincture ami li{juid extract is 
l)ointed out, as the British Pharmacopa'ia gi\es low results. 

A closely related method is that of A. B. Stevens which was con- 
sidered for adoption in the United States Pharmacopa'ia^ l-'ighth 
Revision, either in its original or slightly modifii'd form, as being a 
\ery desirable form of the lime process. 'I'he method as modifual by 
doubling the c[uantities throughout is as follows: 

d'ake 8 grm. of dried and finely powdered opium and triturate in a 
mortar with 4 grm. of fresh oxide of lime (not air slaked) and 20 c i 
of water until a uniform mi.xture results. Add 3S c.c. of water and 
stir freciuently for half an hour, kilter through a dry 10 cm. filter 
and transfer e.xac tly 30 c c. to a 120 c c. Hask. 'To this add 8 c.c of 
alcohol and 20 c c. of ether and shake the mi.xture. Add i.o grm. 
ammonium chloride, shake well and frequently for half an hour and 
.set aside in a cool place for 12 hours. 

Remove the stopper carefully and preserve, with any adhering 
crystals, for future use. Pour the ethereal layer into a small funnel, 
the neck of which has been previously closed \\ith a jiiece of absorbent 
cotton. Rinse the bottle with 20 c.c. of ether, and when this has 
passed through, pour the contents of the bottle into the funnel. With- 
out trying to remove all the crystals from the bottle, wash the bottle 
and contents of tlie funnel with morpliinated water until the washings 
arc colourless. When the crystals hav(‘ drained, place the funnel in 
the bottle containing adhering crystals, and with a small glass rod 
drawn out to a curved point, lift the cotton and rin.se the crystals into 
the bottle with 25 c.c. of N j 10 sulj)huric add, using the cotton on the 
end of the rod to detach any adhering crystals. Place the cotton in 
the bottle, replace thc^cork and agitate until the crystals are all dis- 
solved. Rinse the cork and funnel with water and titrate the exces.s 
of acid with N I $0 potassium hydroxide. 

The number of c.c. of N j \o acid consumed by the morphine, 
multiplied by 1.516, will give the percentage of crystallised morphine 
obtained. To this add i.i 2 for the morphine remaining in the solution. 
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This method is rapid, easy and gives concordant results. To 
avoid evaporation it is well to use a flask and glass rod instead of a 
mortar and pestle and keep the flask closed as much as possible. 
Objections have been made to it because of the use of an aliquot part 
of the solution, but if carefully handled this is not a serious defect. 
See Geisler (Proc. A. Ph. /I., 1888, 153), Conroy (Pharm. Jour. 

I5> 473)) Oovvzard {Pharm. Jour. j/V], 18, 397) and Stevens {Pharm, 
Archives, 1903, 5, 87). 

Ascher {Am. Jour. Pharm., 1906, 78, 262) claims that ammonium 
salts in opium may interfere and recommends treatment of opium 
with a little alkali hydroxide and drying before treating with lime and 
water. 

For additional comments sec Stevens {Pharm. Archives, 1901, 4, 
81, and 1903, 5, 41) and Dohme {ibid., 5, 81). 

The process of the French Codex, 1908, is based upon the same 
general principle and resembles the above process in many respects. 
Its most important difTerences arc in the use of freshly slaked lime 
instead of unslaked lime, the peculiar method of facilitating precipita- 
tion by rubbing with a glass rod instead of violent shaking and the 
washing of the morphine precipitate after drying at 100° with benzin. 
A. and A. Petit {J . Pharm. Chim. [17], 21, 107) recommend practically 
the same method but use chloroform for washing the morphine instead 
of benzine. Marcelet and Marcelct in using this process endeavoured 
to dry the morphine at 60^ and found that after 12 hours the greater 
portion of the water was lost, but after 60 hours there was still a slight 
loss and the weight remained constant after 122 hours’ drying. 

A different form of analysis, though resembling it in some particulars, 
is that suggested by Leger {J. Pharm. Chim. 17, 553). He 

extracts the morphine with a 2^^, aqueous solution of sodium salicylate 
which will eliminate the thebaine as an insoluble salicylate and precipi- 
tates with ammonia in the presence of ether. He also washes the 
precipitate of morphine finally with benzin. Very similar is the pro- 
cess adopted by Arkin {Proc. A. Ph. A., 1909, 205) who uses, however, 
a 10*^^ solution of sodium salicylate for extrac^ng the opium. 

Schidrowitz {Atialyst, 1904, 29, 144) describes a process which he 
states gives results very closely approximating those obtained by 
unpublished processes in use by some of the suppliers of opium. This 
process involves the extraction of opium by watei and the subsequent 
addition of a solution of sodium salicylate to the filtrate. An aliquot 
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portion of this is subsequently taken for precipitation with ammonia 
in the presence of ether and the morphine tlnally separated is dissclved 
in an excess of N/io sulphuric acid and the excess titrated with N J 10 
alkali, using methyl-orange, lie states that the use of methyl-orange 
as indicator is desirable, but Kippenbergcr dues not agree with him 
and this really seems to be a weak part of the process, as coehint’al or 
iodeosin would seem preferable. 

The German Pharmacopa'ia of 1910 gives the following process for 
the assay of opium; 

Rub 7 grm of powdered opium with 7 gim. of water and then put 
into a flask, adding suflicient water to make a total weight of 63 grm. 
Let stand i hour with frequent shaking, then liltcr through a 10 cm. 
dry lilter obtaining 42 gim. of tiltrate (—4.88 grm. of 0{)ium). To 
the filtrate add 2 c.c. of a mixture of 17 grm. 10% ammonia water 
and 83 grm. of water, avoiding strong shaking. Filter at once through 
a 10 c.c. dry filter. Place 36 grm. of this filtrate (—4 grm. of opium) 
in a flask and add while rotating 10 c.c. acetic ether and then 5 c.c. 
ammonia mixture as above. Shake well for 10 minutes, add 20 c.c. 
acetic ether, let stand 15 minutes with occasional rotation and then 
pour the acetic ether through an 8 cm. smooth filter as completely as 
possible. Add to the remaining aqueous liquid 10 c.c. more of acetic 
ether, rotate for a few minutes and pour this acetic ether through the 
filter. When it has entirely drained through pour on to the filter the 
aqueous solution and wash flask and filter 3 times with 5 c.c. of water 
saturated with acetic ether, disregarding any crystals of morphine 
which may adhere to the sides of the flask. Drain flask and filter and 
dry both at 100^. Dissclve the morphine crystals on the filter, in the 
flask and on the cork by means of 25 c.c. N j 10 hydrochloric acid. Pour 
solution into 100 c.c. flask, washing filter, flask and stopper carefully 
with water and make up solution to exactly 100 c.c. Place 50 c.c. of 
this solution (=2 grm. of opium) in a 200 c.c. flask, add 50 c.c. of 
water and sufficient ether to make a layer i cm. thick. Add 10 
drops iadcoim solution and titrate with Nj 10 potassium hydroxide, 
shaking vigorously afte^r each addition. A faint red colour in the 
aqeuous solution indicates the end point, i c.c. AT/ 10 hydrochloric 
acid =0.02852 grm. anhydrous morphine. 

The great objection to the process is the use of acetic ether in place 
of ether, as in the previous edition of the German Pharmacopeia. 
Acetic ether is a fairly good solvent of morphine, and Stevens {Pharm. 
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Archives, 5, 89) shows the deficiencies of this process in some work 
upon the extraction of morphine from solutions hy acetic ether. See 
also paj^e 375. 

For comparison and criticism of some of the above metliods .see also 
Keliler (liiill. 90, Jiu. Cficm. U.S. Dept. Ag., page 141) and C. Pape 
{Apolh. Zeit., 24, 70, 81, 88 and 99), who there records examination 
of 1 1 methods. 

Other processes of different character have been devised for the 
estimation of morphine, such as that of Tickle {Pliarm. Jmim. |IV], 
24, 162) who emjiloys a mixture of 2 parts freshly distilled cresol and 
I part amyl alcohol for extracting morphine from an aqueous solution 
made alkaline with sodium bicarbonate. 'Fhe cresol is a better solvent 
for mor[)hine than amyl alcohol and is of .special value in toxicological 
examinations, as it ti.xes and eliminates albuminoid extractive matter 
that otherwise often causes trouble. In the course of his experiments 
he found a mixture of phenol 2 parts and amyl alcohol i part to be 
the best solvent for extracting morphine from an aqueous solution. 
Attention is also called to the work of F.mery {U.S. Dept, of Agr.; 
Bureau of Chem., Bull., 137, 183, and also Fkiton, ibid., 188. 

Reichard {(hem. Zeit., 1901, 25, 816) endeavored to estimate 
morphine by means of ammoniacal silver chloride solution, taking 
advantage of the fact that morphine alone of all the opium alkaloids is 
said to reduce this to metallic silver. Schidrowitz, however {Analyst, 
1902, 117), reports the results very unreliable. 

An iodometric method based on the formation of morphine tetra- 
iodide, has been devised by Prescott and Gordin 

(/. . 1 ;//. Chem. Soe., 1898, 20, 724) which has come to be known as 
the Gordin method. 'Fhey proceed upon the following plan: The 
opium in line [)owder is treated with a mixture of 5 c.c. ammonia water 
28' ( , 5 c c. alcohol, 20 c.c. ether and to c.c. chloroform to liberate the 
alkaloids and dried down with excess of finely powdered salt. The 
free narcotine, jiapaverine, codeine and thebaine arc then removed by 
repercolation with benzin after which the morphine is taken out by 
percolation with acetone in which the morphii^c is sufficiently soluble. 
Instead of acetone there may be used pure amyl alcohol boiling between 
128° and 132° and leaving no residue on evaporation below the b. p. 
The acetone or amyl alcohol is then evaporated and the residue 
taken up with lime water, which completely dissolves and purifies the 
morphine. This solution is filtered, acidified with hydrochloric acid 
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and the morphine is estimated as periodide by precipitating with a 
definite quantity of N/10 iodine in potasMum iodide, filtering off an 
aliquot part through a dry filter and titrating the excess of iodine with 
TV/ 10 thiosulphate. Each c.c. N/io 1 ^0.0095 grm. anhydrous 
morphine or 0.0 10 1 grm. of crystals. For details it is well to see the 
original paper. 

L. Kieffer, in 1857, described a volumetric process of assaying 
opium, based on the reactions of tlic morphine with potassium ferricy- 
anidc, reaction of the excess of this salt with potassium iodide, and 
titration of the liberated iodine with standard thiosulphate {Ann. 
Clicm. Pliarm., 103, 280). Experiments in A. II. Allen’s laboratory 
on this process did not yield encouraging results. 

A. D. Thorburn has recently devised a process for estimating mor- 
phine, wEich is as yet unpublished, and is designed for use with 
powders, tablets, etc. 'J'he processes depends on the fact that phenyl- 
ethyl alcohol dissolves about 5% of its w'cight of crystallized morphine, 
and as this alcohol is only slightly soluble in whaler the alkaloid can 
be extracted from an aqueous solution of a salt of morphine after 
rendering it alkaline. The details of this method will shortly appear 
in the J. of Ind. and Eng. Clicm. 

Extract of opium is now nearly the same strength in the more 
important pharmacopoeias, namely, 20',^. morphine, but in some cases 
this is the crystalline and in others the anhydrous alkaloid. 

It may be assayed by the same process us for opium, using one-half 
the amount of sample. 

Tincture of opium or laudaniun likewise is not identical in 
various countries, but is usually of strength, d'lie same assay 
methods as for opium are applicable with such modifications as the 
difference in strength and need of I'lrst removing alcohol by evaporation 
makes necessary. Hinsdale {Ciiom. Nnvs, 62, 77) has described a 
simple method of determining the morphine in tincture of opium by 
observing the depth of the blue or green colouration produced on 
treating the sample with a freshly j)repared mixture of ferric chloride 
and potassium ferricyanide solutions. 

Camphorated tincture of opium, compound tincture of cam- 
phor, or paregoric presents a more difficult problem in analysis 
because of the presence of a very small quantity of morphine and much 
larger amounts of camphor, benzoic acid, oil of anise and in the 
United States Pharmacopeia preparation of glycerin. 
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Paregoric is more liable to be deficient in one or more of its constit- 
uents than any other preparation of opium and great care is necessary 
in its analysis to prove any deficiency in the quantity of opium present. 
The alcohol being the most costly ingredient, there is a strong induce- 
ment to the vendor to reduce its amount, a practice which is objection- 
alile because the prescribed proportion of oil of anise cannot be kept 
in solution in a very weak spirit. Sometimes only traces of oil of 
anise arc present, in which case the tincture remains clear when diluted 
with 3 or 4 measures of water. The benzoic acid is sometimes 
deficient in quantity, and occasionally wholly absent, even in the case 
of tinctures purchased from registered pharmacists. The opium is 
the most important constituent of paregoric, and is apt to be defi- 
cient in amount or quality, besides being sometimes wholly omitted. 
In England a preparation destitute of opium is largely substituted by 
general shop-keepers for the genuine “paregoric” or “compound 
tincture of camphor” sold by the druggists. In an instance within the 
personal experience of A. II. Allen, the opium of paregoric elixir was 
replaced by henbane. Potassium and ammonium bromides are 
used in factitious paregoric. 

If a measured quantity (25 c.c.) of paregoric be rendered distinctly 
alkaline with sodium hydroxide, and evaporated to about 10 c.c., the 
alcohol and a portion of the camphor and oil of anise will be vola- 
tilised. On then shaking the liquid with ether, the remaining camphor 
and oil of anise will be extracted. If the ether be separated, and the 
aqueous liquid acidified with hydrochloric acid, benzoic acid will in 
some cases be precipitated; but whether it separates or remains in solu- 
tion, it should be dissolved out by agitating the acidified liquid with 
ether. On allowing the separated ethereal solution to evaporate 
spontaneously in a small beaker, the benzoic acid is obtained in a state 
fit to weigh but a better and more rapid plan is to repeatedly agitate 
the ethereal liquid with water until the washings no longer redden 
litmus, add a little more water and a few drops of phenolphthalein 
olution, and titrate the liquid with AT/ 10 alkali hydroxide, which 
should be added until the aqueous layer acquires a pink colour, not 
destroyed by agitation with the ether. Each i c.c. of N/io alkali 
required represents 0.0061 grm. of Ixmzoic acid. The meconic acid ex- 
tracted together with the benzoic acid is too small in quantity to affect 

1 Allen has occasionally observed the benzoic acid thus extracted to have a distinct urin- 
ous odor. 
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the result, but its presence may be detected and the amount roughly 
estimated by separating the ethereal layer after the titration is com- 
plete, and destroying the pink colour of the aqueous liquid by a drop 
of dilute hydrochloric acid. On now adding a drop of ferric chloride 
solution, the deep purple-red colouration characteristic of meconic 
acid will be produced. 

To identify the presence of meconic acid Bourquelot (/. Pharm. 
Chim.y 1902, 15, 342) gives the following reaction: Mix 2 c.c. of 
tincture with 4 c.c. of water. Add a few drops of hydrochloric acid 
and shake the mixture with ether. Separate and shake the ethereal 
extract with 2 or 3 c.c. of water and a drop of ferric chloride solution. 
A red colour is produced in the ac^ueous layer if meconic acid is present. 

The detection of meconic acid in the manner first described of 
course proves the presence of opium in the tincture. When this infor- 
mation alone is sought, the paregoric may be diluted in a te.st-tube 
with proof-spirit till it is of a light yellow colour, and a drop or two of 
solution of ferric chloride then added. If opium be present, more or 
less deep red colouration will be produced, owing to the formation of 
meconate of iron. By comparing the depth of red colour with that 
given by a standard tincture, a rough indication of the proportion of 
opium present can be obtained; but the amount of meconic acid in 
opium is too \ariable to allows of much stress being placed on the result 
obtained. It sometimes happens that paregoric is coloured with 
cochineal or contains a variety of tannin, in wliich case the colouration 
with ferric chloride becomes obscured. On cautiously adding hydro- 
chloric acid, drop by drop, the colour produced by tannate of iron is 
destroyed, while that due to the meconate persists till considerably 
more acid has been added. 

The proportion of opium in paregoric is too small to allow of the 
ordinary method of determining morphine being conveniently used; 
but fair results, sufficiently accurate for most purposes, may be obtained 
by volumetric or colorimetric application of the reactions with potas- 
sium ferricyanide and iodic acid. 

F. C. J. Bird {Year book Pharm., 1905, 459) gives the following 
method for the detection and approximate estimation of morphine in 
a small quantity of paregoric. 

*‘The following process answers well with as little as 2.5 c.c. Tr. 
Camph, Comp, (containing rather more than i mgrm. morphine), 
although 10 c.c. is recommended as the most suitable quantity: 
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“ Compound tincture of camphor, lo c.c. F.vaporate to dryness on 
a water-bath, take up with dilute alcohol and a minute drop of acetic 
acid, evaporate again to dryness, and dissolve the residue in 2 c.c. 
distilled water, i drop of this solution tested with Mayer’s solution 
should give a copious precipitate. 

“Filter the aqueous solution and wash filter with distilled water. 
Transfer to a small separator and extract with hot amyF alcohol and 
a few drops of a saturated solution of potassium carbonate. Separate 
the amyl alcohol and wash the same with 1/2 c.c. distilled water. 
Repeat the amyl alcohol extraction twice and evaporate the mixed 
amylic extracts on a water-bath to dryness. 

“The amyl alcohol residue from a genuine tincture is at tliis stage 
brownish-yellow, but if no opium is present, nearly colourless. 

“ Dissolve the amyl alcohol residue in 2 c.c. distilled water and 4 drops 
of diluted hydrochloric acid. Filter the solution through a tiny filter 
with a little talc, to remove colour, until perfectly bright, and wash 
filter with distilled water. Extract the clear aqueous solution in a 
separator with 4 c.c. hot amyl alcohol and sufficient powdered ammo- 
nium bicarbonate to make alkaline and repeat the extraction twice with 
successive 2 c.c. quantities of hot amyl alcohol. The mixed amylic 
extracts should be quite colourless and measure 8 c.c. P>aporate 
2 c.c. of the amylic extract to dryness in a very small glass basin, con- 
centrating the residue on to one spot; place on a white surface and 
moisten the residue with a very dilute solution of neutral ferric chloride. 
A perfectly distinct dirty blue colouration characteristic of morphine 
should appear. Another 2 c.c. evaporated should afford an orange 
yellow colour with nittic acid. 

“The reactions may be compared with those obtained from 10 c.c. of 
a known sample of Tr. Caniph. Comp, carried through the process at 
the same time, when there should be no difficulty in coming to a con- 
clusion as to the approximate correctness or otherwise of any sample 
in question. The reactions are also given quite distinctly with the 
residue from 2.5 c.c, tincture, but when that amount is taken one-fourth 
only of the quantities of solvent, etc., mentioned in the process must 
be used throughout.” 

Allen and Scott-Smith (Analystj 1902, 27, 345 and 350) call attention 
to the similarity in colour reactions of the ipecac alkaloids and mor- 

1 It is very important that the amyl alcohol be specially redistilled ; ao or 30 c.c. evaporated 
in a glass capsule on the water-bath should not leave the slightest residue. 
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phine, especially when extraction has been made with amyl alcohol 
and show that in some cases such as cough remedies of unknown con- 
stitution suspected to contain morphine, special care must be observed 
to avoid any confusion. In cough remedies squill and senega may 
also be present and the most hopeful plan for identifying squill is by 
the isolation of scillain, while senega is remarkable for the magnificent 
purple colour which it yields with strong sulphuric acid. The prin- 
ciple that gives the colouration is not extracted by amyl alcohol from 
either acid or alkaline solutions. 

For the estimation of morphine in medicinal preparations, methods 
applicable to the particular case must usually be devised. If only 
minute quantities are present some of the colour reactions of morphine 
may at times be used to advantage. 

The colourinietric estimation of morphine is accomplished by 
Georges and Gascard ( 7 . Pliarm. Cliim., 1906, 23, 513) by treating 
a neutral or faintly acid aqueous solution with iodic acid, and, sub- 
sequently, ammonia and the comparison of the colour wntli that given 
by a standard solution of mori)hine hydrochloride. Mai and Rath 
(AnJiiv. d. PJuirm., igo6, 244, 300) use iodic acid, and Frodhe’s 
reagent but i)refer formaldehyde and sulplmric acid, which reagent 
will detect 0.03 mgrm. in 1 r.c. of licpiid. 

From a solutiou tontaining glycerin, morphine may be separated 
by precipitation as periodide, according to (iordin {Proc. A. Pli. A., 
1907, 374). 'l ids preci[)itate, after filtering olT and washing, can ])e 
decomposed by a stream of sulphur dioxide or sodium sulphite and 
sulphuric acid and the alkaloid then precipitated by potassium 
carbonate. 

A method for estimating morphine, codeine and cotarninc as picrolo- 
nates is de.scribed by Mathes and Rammstedt (Z. anal. Chem., 1907, 
46, 56 5) and as it is applicable in presence of sugar it is useful for w'ork 
on tablets and in some solutions. An N /lo alcoholic solution of picro- 
lonic acid is used to precipitate the atjueous solution. For complete 
precipitation 15 hours’ standing is derisablc and after filtering off, 
washing with water and drying at 110^^ the cry'slals may be weighed. 
The form of the cry^stalsls characteristic. 

The chemistry of opium smoke is entered into at some length by 
Moissan (Compt. Rend., 115, 988) and Gautier (ibid., 992), who carried 
out interesting researches on it and proved that the quantity of mor- 
phine in it is extremely small. 

VOL. VI.— 28 
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Toxicology of Opiiun and Morphine. 

In whatever form or manner it may be administered, opium is found 
to act as a typical and powerful narcotic, and in excessive doses is 
fatally poisonous. 

The poisonous effects of opium are essentially due to the morphine 
contained in it, and the symptoms it produces differ but little from 
those consequent on the administration of pure morphine, except that 
there is a greater tendency to convulsions, and in the latter case the 
effects are usually manifested more rapidly than in the former, generally 
commencing in from 5 to 20 minutes if the poison has been taken in 
solution. 

After poisoning by morphine or opium, dimness of sight and relaxa- 
tion of the muscles, with drowsiness and stupor, are usually the first 
symptoms observed. At first the patient may be aroused without 
much difficulty, but as time goes on this becomes impossible, the 
drowsiness passing into complete coma, often accompanied by slow 
and stertorous breathing, ending in death. In the large majority of 
cases the pupils are strongly contracted in tne earlier stages; but later, 
and when a fatal termination is approaching, they arc often dilated. ' 
They are usually insensible to light. Occasionally, especially with 
excessive doses of opium, these is vomiting, or even purging. The 
pulse is at first weak, quick, and irregular, but afterward slow and 
full. 

Poisoning by morphine or opium often closely simulates alcoholic 
drunkenness, and, in the absence of a smell of opium in the breath or 
vomit, it is often very difficult to distinguish between them. Coma, 
due to uremia, apoplexy, or violence, may also be mistaken for poison- 
ing by opium or its preparations. 

The dose of morphine necessary to destroy life is extremely variable. 
Infants and young persons are peculiarly susceptible to opium and 
its preparations. Death has been caused to infants by 1/8, i/io, 
1/15, and even 1/ 19 of a grain of opium, as also by a few drops, and 
even a single drop, of tincture of opium. On the other hand, children 
have recovered after doses of i grain, 5 grains, and 7 1/2 grains of 
opium, and after 2 teaspoonfuls of laudanum. Half a grain of 
morphine acetate has proved fatal to an adult; but as a rule, the usual 

1 A Swatne Taylor mentions a case of opium poisoning in which one pupil was contracted 
and the other dilated. 
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minimum fatal dose for an adult may be stated as i grain of a salt of 
morphine, or 7 grains of opium. Personal habit, as in the case of 
opium-eaters, and idiosyncrasy will of course largely modify the above 
conclusion. 

The post-mortem appearances of poisoning by morphine are by no 
means well marked. The stomach and intestines usually appear 
healthy. If opium itself has been taken, its peculiar and characteristic 
odour may often be recognised when the stomach is first opened.* 
Congestion of the lungs and brain are most commonly met with; but 
these appearances are not invariable and, when they exist, afford no 
definite evidence of opium poisoning. The blood is usually very fluid. 

Besides opium itself, morphine and its salts, and the various official 
preparations of opium (e. ^., the tincture and extract), there are various 
nostrums containing opium, which have not unfrequently been the 
cause of death; especially in the case of infants, for whom opiates may 
be regarded as generally dangerous and unsuitable. 

Detection of Morphine and Opium. — In cases of suspected poison- 
ing the detection of opium is based, in addition to the recognition of 
its smell, on the extraction of morphine and meconic acid in a suffi- 
ciently pure form to allow of the production of their characteristic 
reactions. The following is the usual mode of procedure: 

Observe if any smell of opium is apparent. If not, it may become 
evident on gently warming some of the contents of the stomach. Test 
a small quantity of the strained or filtered liquid with ferric chloride, 
and note if any red colouration (characteristic of meconic acid) is 
produced. 

Next cut up the stomach and any solid contents into small pieces, 
and reduce the whole to pulp by beating in a mortar. Mix the 
product with the liquid contents of the stomach, and treat the whole 
with alcohol acidified with acetic acid, in sufficient quantity to coagu- 
late the albumin.' Keep the mixture warm for some lime, with occa- 
sional agitation. Then filter or strain from the solid matter. 

The filtrate is treated with basic acetate of lead as long as a precipi- 
tate is produced, w'hen the liquid is boiled and allowed to cool. When 
cold it is again filtered, and the precipitate washed with cold water. 
The precipitate contains the meconic acid of any opium present. It 

i Allen haa obeerved an unmistakable emell of opium in the contents of the bladder 6o 
hours after death by takinjj laudanum 

* Meconic acid adheres very lenaciinifily to albuminous matters, and hence the precipitate 
should be digested with strong alcohol, and the liquid strained and added to the mam 
solution. 
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should he washed off the filter with water, and completely decomposed 
by passing a rapid stream of hydrogen sulphide gas. The liquid 
is next filtered, and concentrated to a small bulk by evaporation at as 
low a temperature as possible. It should then be placed in a porcelain 
dish and tested with ferric chloride, W'hich will produce a purplish-red 
colouration if meconic acid be present. It is necessary to distinguish 
carefully between the colouration produced by meconic acid and the 
somewhat similar reactions given by thiocyanates and acetates. This 
may be affected with certainty as described on page 413. 

A V(‘ry useful indication of the amount of opium present may be 
obtained by comparing the depth of tint produced by ferric chloride 
with that obtained on treating a known quantity of opium in a similar 
way. 

'rhe filtrate from the lead precipitate will contain any morphine 
which may have been present. Separate the excess of lead by passing 
sulphuretted hydrogen for some time, filter, evaporate cautiously nearly 
to dryiu'ss, add a little w^ater and filter. The filtrate will probably 
have a l)itter taste if morphine (or other alkaloid) be present. Trans- 
fer the solution to a stoppered separator, render the liquid alkaline 
with ammonia or (preferably) an alkaline bicarlionate, and shake with 
hot amyl alcohol without delay. The amyl alcohol solution is then 
separatetl, passed through a dry filter, and either at once evaporated 
to dryness, and the re^diie examined by the colour-tests described on 
page 370, or it is shaken with a little dilute hydrochloric acid, which 
is then separated and examined for morphine. An estimate of the 
quantity of morphine present may be obtained from the intensity of 
colour produced by the iodic acid and ferricyanidc tests. 

Instead of treating the alcoholic extract of the material under 
examination with basic acetate of lead, as described in the foregoing 
process, the method may in some cases be shortened and rendered 
more tkiicatc by evaporating off the alcohol at a low temperature, 
taking up the residue with water, filtering, acidifying the filtrate 
with dilute sulphuric or hydrochloric acid, and agitating with ether. ‘ 
This removes meconic acid, though not perfectly, w’hile phosphates 
and other interfering matters remain in the aqueous liquid, and if the 
ethereal layer be separated, evaporated, and the residue treated with 
hot water, a solution is obtained, which after filtration may be very 

' After this treatment the aqueous liquid may be rendered alkaline with sodium bicar- 
bonate, and agitated with hot amyl alcohol for the extraction of the morphine. 
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advantageously used for the application of tlic ferric chloride tost. If 
preferred, the solution may be treated with lead acetate, and the 
meconic acid recovered from the filtered and washed precipitate by 
decomposing it with sulphuretted hydrogen. 

The positive detection of meconic acid affords as perfect a proof 
of the presence of opium as does the recognition of morpliine itself; 
and as the tests for and methods of separating meconic acid from for- 
eign matters are somew’hat more satisfactory than those for morphine, 
and the acid is more stable than the alkaloid, it occasionally happens 
that the acid may be isolated and positively identified, when morphine 
cannot be recognised with certainly (especially where ptomaines may 
be present).* The detection of meconic acid of course indicates the 
pre-existence of actual opium or some galenical preparation thereof, 
and not morphine or one of its salts. Hence it sometimes enaliles a 
useful distinction to be drawn as to the form in which the poi.son was 
taken. 

hailefsen uses the following procedure to detect morphine in the 
stomach contents. Digest the stomach contents on a water- bath with 
equal volumes of solution of tartaric acid in alcohol, filter and 
evaporate filtrate carefully to drvmess. Dissolve the residue in a little 
water slightly acid with hydrochloric acid. To 5 c.c. of a reagent made 
by colouring a 0.5^ solution of iodic acid slightly with Malachite 
Green, add a few drops of tliis solution and warm on a water-bath. 
If morphine is present it changes to a lemon-yellow colour and on 
adding ammonia to an alkaline reaction, to a brown. 

Attention is called by Reichardt {Pharm. Ccnlralh., 1908, 49, 951) 
to the possibility of morphine being transformed into dehydromorphine 
(pscudomorphine) in the human organism, which would give some- 
what different reactions than morphine. Separation of the two may be 
effected by their different solubility and the whole of the morphine may 
be converted into p.seudomorphinc by H2O2 but this reaction requires 
further study. To distinguish between morphine and pseudomorphine 
Hashida (Pharm. Zeit., 1908, 53, 702) employs a mixture of 0.15 grm. 
sodium molybdate, 10 .drops 35% formaldehyde and 30 c.c. concen- 
trated sulphuric acid. Morphine changes from violet to dirty green 
while pseudomorphine gives a violet and then a stable blue-green, 
disappearing on adding water. 

> A H Allen obtained satisfactory proof of the presence of meconic acid in the stomacha 
of two children exhumed 5 months after death, whereas no positive conclusion could bo 
formed as to the presence of morphine. 
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The possibility of morphine condensing with the formaldehyde of 
embalming solutions in forensic examinations is mentioned by Ven- 
turoli and Ciacci. 

Jorgensen (Zeil. Anal. Chem.^ 1910, 49, 484), for extracting morphine 
from animal organs prefers ether containing i to 1.5% of alcohol, but 
at least 10 extractions are necessary and this does not seem to be a 
desirable method. 

For isolating morphine from animal matter, the following process 
was used by Rubsamen (Archiv. ^pL Path. Pkarm., 1908, 59, 225) 
and though criticised by Winterstein {ibid., 1910, 62, 139) it was 
shown by Gottlieb and Steppuhn (ibid., 1911, 64, 54) to be reliable. 

The following general process may be outlined as derived from the 
method which they used. In their experiments they used both 
aqueous solutions of morphine hydrochloride and bodies of mice to 
which a similar solution had been added. 

In the case of animal matter, extract it with several portions of alco- 
hol and render the combined alcoholic extracts slightly acid with 5 c.c. 
N/10 hydrochloric acid and evaporate. Take up the residue with 
warm water and coagulate the albuminous matter by adding a little 
acetic acid and heating. Filter and use the filtrate diluted to about 
200 c.c. for the further work. To this solution add N/io sodium 
hydroxide until it is very faintly alkaline to phenolphthalein and 
then extract with 600 c.c. of chloroform freshly washed with distilled 
water. After thorough stirring for about 10 minutes, with the con- 
stant addition of N / 10 sodium hydroxide, drop by drop so as to 
maintain faint alkalinity, as indicated by slight pink colour, the 
solution is allowed to separate and the chloroform removed. A 
similar amount of chloroform is used to repeat the operation 4 or 5 
times. No more than a faint pink colour must be present at any 
time, as stronger alkalinity decomposes the chloroform vitiating the 
results. It is also necessary, from time to time, to add fresh indicator 
to the aqueous layer as it is gradually taken up by the chloroform. 
Evaporate the combined chloroform solutions to a small volume in a 
flask and then transfer it to a dish and evaporate it carefully to dry- 
ness. Treat the residue with a measured amount of N/10 sulphuric 
acid, warm slightly and add absolute alcohol, filter the solution if 
necessary and evaporate to 5 to 10 c.c. This solution is now used 
for the estimation of the morphine by the Gordin method. 

By this process Gottlieb and Steppuhn were able to recover 94 to 
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99% of the morphine present in aqueous solutions and 91 to 96% 
from the bodies of mice. They showed that the criticism of Winter- 
stein regarding the accuracy of the Gordin method of estimation did 
not hold with the small quantities of morphine present. 

As a means of identification of morphine and other opium alkaloids, 
characteristic crystalline forms of some of their salts may sometimes 
be used and reference may be made here to the very extensive work 
on the microscopic appearance of such crystals by Howard and 
Stephenson {Bid. 122, Bu. Chem. U.S. Dept. Ag.^ page 97). For this 
purpose the characteristic crystals produced by picrolonic acid pre- 
viously referred to are of value. 

A very interesting and comprehensive bibliography of morphine 
from 1875 to 1896 was compiled by H. E. Brown for a research com- 
mittee of the American Pharmaceutical Association. (Pttarm. Rev.^ 
Oct. and Nov., 1897, and Pharm. Archives^ Jan. and Feb., 1898.) 
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By CHARLES E. VANDERKLEED. 

The seeds of Strychnos Nux-vofnica^ Strydinos Ignaiia, and some 
other species of Strychnos^ a genus of plants belonging to the family 
LoganiacecBy contain certain alkaloids remarkable for their intensely 
poisonous properties. Of these, the two which have been most 
thoroughly investigated are strychnine and brucine, the latter base 
being the dimethoxy derivative of the former. 

Strychnine and brucine occur also in the bark of Strychnos Nux- 
votnica, the so-called “false angustura bark,” in the root-bark of 
Strychnos-TieiiU or “deadly upas tree” of Java, and in the wood of 
Strychnos coliibrina. The leaves of Strychnos Nnx-vomica contain 
brucine but no strychnine, while the root of the West African Strydinos 
Ica a contains strychnine, but no brucine. On the other hand, the 
seeds of S. potatorum, S. Brachia, S. innoi ua, S Pscudo-quina, S. spinosa, 
5 . laurina, and S. monosperma <^)ntain neither strychnine nor brucine.^ 

The seeds of Strychnos Ignatia or “St. Ignatius’ beans,” which 
contain on the average about i-sSv- of strychnine and about 0.5 of 
brucine, are sometimes employed for the manufacture of the alkaloids, 
but the seeds of Strychnos Nnx-vomica, which contain on the average 
about 2.5% of alkaloids, the brucine being generally slightly in excess, 
are more commonly used for this purpose. Both are used for the 
manufacture of medicinal extracts and tinctures. 

STRYCHNINE, STRYCHNIA, C^jH^^N^Oj. 

Strychnine was discovered in the year 1818 by Pelletier and Caventou 
in the seeds of Strychno^ Ignatia, and later by the same investigators in 
the seeds and bark of Strychnos Nux-vomica, in which, together with 
brucine, it occurs in combination with caffetannic acid. 

* See F. A. Flackiger, “ Ueber die Verbreitung der Alkaloide in der Strychnosarten,” 
Arch, dtr Pharm., 1892 , 230 , 343 . 
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The chemical constitution of strychnine has not yet been completely 
disclosed. 

For the preparation of strychnine, the ground seeds of Strychnos 
Nux-vomica are commonly employed. These are moistened with 
hot water to soften them, extracted with hot diluted alcohol, and 
evaporated to recover the solvent. The resulting aqueous extract is 
treated with lead acetate solution and filtered, excess of lead in the 
filtrate precipitated with sodium sulphate, and the filtered concen- 
trated solution precipitated with sodium hydroxide. The so-obtained 
crude strychnine, mixed with considerable brucine, is dried, extracted 
with 8o% alcohol and evaporated to crystallisation. Most of the 
strychnine is thus separated from the more readily soluble brucine 
which remains in solution. The strychnine is purified by boiling with 
charcoal in 90% alcohol, solution and recrystallising. The mother- 
liquors serve for the preparation of brucine (see page 464). 

Strychnine occurs as a white crystalline powder, or in colourless, 
anhydrous, four-sided prisms of the rhombic system. Their production 
on a microscopic scale is of importance in recognising the alkaloid in 
toxicologic cases. Well-formed crystals of strychnine may be obtained 
by the gradual addition of water to the alcoholic solution of the 
free base. Strychnine separates from its solution in benzene in 
octahedral crystals. # 

Strychnine crystallised from alcohol has a sp. gr. of 1.359 (E. 
Schmidt). 

Strychnine is odourless and is permanent in the air. On being 
heated in very small amounts, it melts* at 268° without decomposition 
and imperfectly subliming. In larger amounts it melts with decom- 
position. On ignition it is consumed, leaving no residue. Its solutions 
are lasvogyrate and have a marked alkaline reaction. It has an 
intensely bitter taste, perceptible even in solutions of o.i of a grain 
per gallon. Strychnine should be tasted with great caution as it is an 
exceedingly violent tetanic poison. 

Strychnine is sparingly soluble in cold water, requiring about 7,000 
parts for its solution, but it dissolves in aboqt 2,500 parts of boiling 
water. In commercial ether it is very sparingly soluble; in absolute 
ether, practically insoluble. In cold alcohol of 0.834 sp. gr. it is 
soluble in about 170 parts; in boiling alcohol of 0.834 sp. gr. it is 

^ Several investigators have placed the ra. p. of strychnine at »65-6*. Loebisch and 
Schoop (Monatsh f iS88, 9, 858) found its m p. to be a68®, and the author verified 

this figure in 190a for inclusion m the OntUd Stotts Pharmacopaia, 
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soluble in 12 parts. The limited solubility of strychnine in cold 
alcohol is utilised for its separation from brucine, which is readily 
soluble in the same liquid. Strychnine is soluble in about 6 parts of 
chloroform, about i6o parts of benzene, and about i8o parts of amylic 
alcohol. It is readily soluble in a mixture of equal measures of chloro- 
form and ether. It is insoluble in petroleum ether and in acetone. 

Strychnine is not sensibly soluble in solutions of the fixed alkali 
hydroxides, but dissolves somewhat more readily in ammonia. In 
dilute acids it is readily soluble. 

Pure strychnine dissolves without colouration in cold hydrochloric 
and sulphuric acid and may be heated to ioo° with concentrated 
sulphuric acids without visible change. 

The latter treatment converts it, however, into strychninc-sulphonic 
acid, CjiHjiOjNj.SOaH, a colourless, amorphous mass difficultly 
soluble in water or alcohol! When heated with sulphuric acid to 150° 
a water-soluWe disulphonic acid is formed (Stoehr, Ber,^ 1885, 18, 
3429). Strong nitric acid dissolves strychnine with the formation of a 
yellow'ish nitrostrychnine ; the production of a pink or reddish coloura- 
tion indicates contamination with brucine. 

Bromostrychnine, JIjjOjNjBr, is obtained on adding bromine 
water in theoretical quantity to a diluted aqueous solution of strychnine 
hydrobromide or hydrochloride, and then precipitating with ammonia. 
Bromostrychnine melts at 222® {Arch, der Pharm.y 1890, 228, 313). 

Str}Thnine Periodide, C31lI22O3N2.I2.HI, is obtained in violet- 
coloured crystals on evaporating the alcoholic solution of the precipi- 
tate produced by treating an aqueous solution of strychnine sulphate 
with iodine-potassium iodide solution. 

Salts of Strychnine. 

Strychnine is a strong monoacid base and readily forms crystallis- 
able, water-soluble salts which are intensely bitter and exceedingly 
poisonous. The salts of strychnine are mostly soluble in alcohol, but 
are insoluble in ether, ^chloroform, benzene, petroleum ether, amylic 
alcohol, and carbon disulphide. Strychnine may be removed com- 
pletely from aqueous solutions of its salts by rendering the solutions 
alkaline with an excess of potassium or sodium hydroxide and“ shaking 
out’* with chloroform. 

The basic strychnine thus obtained may be estimated either gravi- 
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metrically or volumetrically by titration with a standard mineral acid, 
using a suitable indicator (see page i8i et seq). 

The chromate, ferrocyanide, mcrcuroiodide, periodide, phospho- 
tungstate, phosphomolybdate and picrolonate are among the most 
insoluble salts of strychnine. All these forms are occasionally used 
for the isolation or estimation of the alkaloid. The high insolubility 
of the ferrocyanide serves to separate the alkaloid from brucine. 

Of the several salts of strychnine, the hydrochloride is official in 
the British Pharmacopoeia; the nitrate and the sulphate in the United 
Slates; the nitrate in the German, and the sulphate in the French Codex. 
The following table indicates the leading characteristics of the principal 
salts of strychnine: 


Salt 

Funnula 

Appearance 

tuin of 
sti \ eh- 

Water 

Alcohol 

Ilydrobromide 

nillir+lFO 

Prismatic 

needles 

7 7^0 

Dilhcultly 


Hydrochlcjrido 

nilCl + aHiO 

Tnmetrie 
prisms or 
silky 
needles 

83 % 

I pait 
in IS s' 

I part 
in 

H ydriodtde ... , 

HHI+IhO 

(JuadranKu- 
lar needles 

7 o‘;, 

Sparingly . 

Very spar- 
I ingly 

Arsenutt! 

nihAs 04 + 
h n.'O 

Acicular 
crystals or 
c rystalhne 
powder 

68 8% 

I part in 
' about 14I 


Nitrate 

IlIINOi 

Silky 

iK'edles 

84 

ifi.irt 
in 6^1 

' 1 part 
] in iao‘ 

Sulphate 

B,'II.’S04 4-5Hj()' Prismatic 
j needles 

p 78 %~ 

I i>art 
in 48 ^ 

{ I part 

1 in i 3 S‘^ 

Aeid sulphate 

nihSOi t jHO 

Lonr thin 
neeilles 

I 71 4' < 
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Analytical Reactions of Strychnine. 

I. On adding to a solution of a soluble salt of stiyThnine a solution 
of an alkaline carbonate, ammonia, potassium or sodium hydroxide, 
or lime-water, strychnine is thrown down a white precipitate 
insoluble, or but very slightly soluble, in excess of the precipitant. 
The precipitate rapidly becomes crystalline. The crystals have a 
characteristic microscopic appearance, being usually long, rectangular, 
well-defined prisms. They are w^ell developed if a drop of a dilute 

* British Pharmactuticed Codtx. 
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solution of a strychnine salt (e. g., the nitrate or sulphate) be placed 
on a slip of glass, and covered with a small beaker rinsed with strong 
ammonia. After half an hour the beaker may be removed, the drop 
of liquid covered with a circle of thin glass, and examined under the 
microscope. If the solution contain extraneous matter, it may be 
found difficult or impossible to obtain crystals from it. 

Solutions of the bicarbonates free from normal carimnates do not 
precipitate strychnine from solutions of its salts. 

2. If strychnine be liberated from the solution of one of its salts by 
one of the reagents mentioned above, and the li(juid (with the sus- 
pended precipitate) be at once shaken with an equal measure of chloro- 
form, the alkaloid is readily dissolved by the latter and may be obtained 
in a solid state by separating the chloroform and eva])orating it to 
dryness on the water-bath. (Vhc agitation of the aqueous liejuid with 
the chloroform should be repeated several times if quantitative results 
are desired.) From the aejueou^. li(piids containing little solid matter, 
chloroform separates readily, but if, as is generally the case in ])raclice, 
there be much extractive matter present, violent agitation is liable to 
cause the formation of an emulsion which may require many hours 
to break up into distinctive layers. The use of a mixture of e(|ual 
volumes of chloroform and ether, in which strychnine is sufficiently 
soluble to insure its e.xtraction, will oftentimes obviate the formation 
of such emulsions. The residue left on the e\aj)oration of the chloro- 
form or ether-chloroform solution may be employed for the application 
of colour-tests and other methods of identification. 

3, Most of the general alkaloidul reagents (see page 185 cl seq.), 
including platinic chloride, auric cliloride, j)icric acid (Hager’s reagent), 
tannic acid, phosphomolybdic acid (Sonnenscheiji’s reagent), phos- 
photungstic acid (Scheibler's reagent), potassio-bismuth iodide (Dra- 
gendorffis reagent), ])otassio- mercuric iodide (Mayer’s reagent), and 
iodine-potassium iodide (Wagner’s reagent), preeijntate even very 
dilute solutions of strychnine salts. All of the above reagents, with 
the exception of tannic acid which must be used in neutral solution, 
should be applied to acidified solutions for detecting the presence of 
strychnine. Since many other alkaloids give similar precipitates with 
these reagents, their value lies in demonstrating the absence rather than 
the presence of strychnine. The usefulness of certain of the reagents 
mentioned above for isolating, purifying, identifying, or estimating 
strychnine will be described in subsequent paragraphs. 



446 


STRYCHNOS ALKALOIDS, 


4. On adding phosphomolybdic acid (Sonnenschein’s reagent, 
to a neutral or a slightly acid solution of the alkaloid, the strych- 
•nine is thrown down as a yellowish- white amorphous precipitate. 
Since the precipitation is practically complete in dilutions as great as 
I part in 10,000, this reagent is very useful in removing strychnine in 
concentrated form from complex organic liquids and purifying it from 
extraneous matters. Many alkaloids besides strychnine, however, 
give similar precipitates. The precipitate should be filtered off, 
washed with water containing the reagent, then suspended in water 
and the alkaloid liberated again in free state by decomposing the phos- 
phomolybdate compound with excess of ammonia. The alkaloid 
may then be extracted with ether-chloroform as in test 2. The 
precipitate can, however, be directly examined by the colour tests 
described in test 9. 

5. Phosphotungstic acid (Scheibler’s reagent, may be substituted 
for the phosphomolybdic reagent, as it precipitates strychnine from 
even more highly diluted solutions than does the latter. 

6. When potassium ferrocyanide is added to a solution of a salt of 
strychnine, the ferrocyanide of the base is precipitated as a yellowish- 
white crystalline powder, very sparingly soluble in cold acidified water. 
Since the ferrocyanide of brucine is readily soluble, the above-men- 
tioned reagent has been employed for the separation of these alkaloids 
in the assay of nux-vomica and ignatia and their preparations. Dun- 
stan and Short first proposed to precipitate the strychnine from a 5% 
sulphuric acid solution, in which strychnine ferrocyanide is quite 
insoluble, but Schweissingcr found that brucine ferrocyanide is partly 
precipitated from such a solution. Beckurts and Holtz {Pharm, 
Centralli,, 1887, 28, 119, and 1889, 30, 574) substituted hydrochloric 
acid for sulphuric, and titrated a solution containing about 1% of the 
mixed alkaloids with a standard solution of potassium ferrocyanide, 
adding the latter until a portion of the filtered liquid gave a blue stain 
with paper moistened with ferric chloride solution. 224 parts of the 
crystallised potassium ferrocyanide represent 334 parts of strychnine. 
This method of estimating strychnine in the presence of brucine can 
only be applied to a solution of the pure alkaloids. 

7. Str>Thnine may also be separated from its tolerably concentrated 
neutral solutions by precipitation with potassium chromate. The 
test is best applied to a chloroform residue obtained as described in 2. 



ANALYTICAL REACTIONS OF STRYCHNINE. 


447 


This should be dissolved in dilute acetic acid, the liquid filtered, if 
necessary, and evaporated to dryness at ioo°. The resultant acetate of 
strychnine is dissolved in a little cold water and neutral potassium chro^ 
mate is added to the solution. Strychnine chromate, (C3iH2302N2)2r 
H3Cr04, is thrown down as a reddish or yellowish-brown precipitate, 
soluble in boiling water (i in 171) and redeposited on cooling in orange- 
yellow needles. The precipitate is very slightly soluble in cold 
water (i in 470), a fact which enables stryclinine to be separated from 
brucine, the chromate of which is more soluble. Potassium dichromate 
throws down from solutions of strychnine, not too dilute, an anhydro- 
chromate of the formula BjHjCrjO^ as a yellowish- brown crystalline 
precipitate. The precipitate is not soluble in excess of the reagent or 
in very dilute acids, and its formation is much facilitated by stirring. 
It dissolves in 1,800 parts of cold and about 240 parts of boiling water. 
When recry stalliscd from boiling water, it forms orange-yellow needles, 
from hot acetic acid, reddish-yellow octahedra. The chromates of 
strychnine give the characteristic violet oxidation-product directly on 
treatment with strong sulphuric acid as described in test 9; or the alka- 
loid may be obtained in a free state by suspending the precipitate 
in water, adding ammonia, and agitating with ether-chloroform 
as in 2. 

8, A valuable reagent for the identification of strychnine is a solution 
of potassium or ammonium thiocyanate. A concentrated solution 
of a strychnine salt which may be prepared from a cliloroform residue 
as described in 7, is precipitated on addition of this reagent as strych- 
nine thiocyanate, forming beautiful, crystalline, four-sided columns. 
The reaction may be applied on a microscopic scale by placing a drop 
of the strychnine solution on a slide, adding a drop of the thiocya- 
nate solution, and examining the separated crystals, which are 
characterised by their remarkably sharp edges, under the low power 
of a microscope. 

9. When the precipitate obtained by treating an acidified solution of 
a strychnine salt with iodine-potassium iodide (Wagner’s reagent) is 
dissolved in alcohol and the alcoholic solution is concentrated, strych- 
nine periodide, CaiHjsbjNj.IjHI, crystallises out in the form of violet 
coloured columns. Under the polarisation microscope these crystals 
appear analogous to, and have similar optical properties with, //cre- 
pathite. The following is the best method of utilising the reaction for 
the detection of strychnine. On a microscope-slide place a very small 
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drop of an alcoholic solution of iodine, and allow it to evaporate. As 
soon as it is dry add a drop of a solution of strychnine, made by dis- 
solving the alkaloid in dilute acetic acid and adding a drop of sulphuric 
acid. Add also a drop of alcohol, and allow the mixture to evaporate 
spontaneously. On examining the residue under the microscope with 
a Nicol’s prism and selenite, but using no analyser, characteristic 
crystalline structures will be observed. These may take the form of 
small circular tufts of very fine black needles; of minute dots of a more 
or less triangular form, exhibiting yellow, pink, and green tints; large 
triangular crystals of a yellow or green colour, composed of 3 parts 
radiating from a centre; numerous solid macled prisms, occasionally 
showing complementary tints; or solid rosettes of 4-, 5-, and 6-sided 
prisms. In all cases it is desirable to compare the results with those 
obtained from a minute {quantity of strychnine treated in precisely the 
same manner. I'he test is said to be sensitive to 1/2,500 of a grain of 
strychnine. 

10. On treating a cold solution of strychnine in concentrated sul- 
phuric acid with an o.xidising agent, a deep violet-blue colouration is 
developed. This changes more or less rapidly tlirough purple and 
crimson to a bright cherr^'-red tint, which is somewhat persistent. 
'The colour finally changes to orange or yellow. 'I'he rapidity of tlic 
change is largely dependent on the nature and cjuantity of the oxidising 
agent employed. Various substances have been recommended for 
the purpose. The following are the most notable: 

a. Potassium DUhromatc . — This is the favourite oxidising agent 
with most operators, and the test is perhaps the most widely knowji of 
all alkaloidal colour reactions. The change of colour is very rapid 
with potassium dichroniate, and very little of the latter should be used 
in order not only to retard the reactions as greatly as possible, but to 
minimise the amount of chromium salt resulting from the reaction, 
too much of which interferes with the display of colours due to the 
oxidation of the strychnine. 

A useful way of employing dichromate is to precipitate the strychnine 
by means of it (as in 7), and apply sulphuric acid to the precipitate. 
This plan has the great advantage of separating brucine, the presence 
of which interferes with the play of colours. 

b. Potassium permanganate may be used in place of potassium 
dichromate. It gives the reaction with great distinctness, and possesses 
the advantage over the latter of giving the violet-blue colouration with 
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strychnine even in the presence of an equal quantity of brucine. On 
the other hand, care must be taken in emplo>’ing tliis reagent not to 
become confused by the crimson colour which it is liable to give with 
the sulphuric acid itself. 

c. Lead Dioxide (PbOj). — This oxidising agent acts very w'ell, but 
the reddish colour of the reagent is liable to be confusing to the 
operator, 

d. Manganese Dioxide (Mn02). — This reagent, employed in small 
quantity and finely powdered, is preferred by some operators. It 
possesses the advantage of producing a very gradual change of 
colour, and its black colour does not interfere if it be used in very 
moderate quantity. 

e. Sulphuric acid containing i% of ammonium vanadate {Mandelin^s 
reagent) produces with strychnine a deep violet-blue colour, changing 
to a deep purple, and finally to a cherry-red. On diluting the red- 
coloured mixture with water, there results a rose-coloured solution 
which remains unchanged for a considerable time. 

/. Cerosoceric Oxide (CcgOi). — This oxidising agent, which must 
be used in somewhat larger quantity than those previously mentioned, 
possesses the advantage over all of them of being light in colour and 
giving a colourle.ss reduction product. 

The oxidation-test for strychnine is usually performed on the residue 
left by evaporating to dryness the ether-chloroform with which an 
alkaline solution of the alkaloid has been extracted. The test may, 
however, be directly applied to the chromate or phosphomolybdate of 
strychnine (see reactions 4 and 7). The following mode of operating 
is best calculated to ensure delicacy and accuracy; 

The solution of the strychnine in ether-chloroform may be evapo- 
rated in a porcelain dish, or a small portion of the residue may be 
transferred to the inverted lid of a porcelain crucible. If the quantity 
of strychnine to be sought for is likely to be very small, the dish should 
be immersed in hot water, and the solution of the alkaloid allowed to 
fall slowly into it from a burette or pipette, so that each drop may 
almost completely evaporate before another arrives. In this manner 
the strychnine-residue nfay readily be confined to a very small area, 
and the after-reactions thus rendered proportionately delicate. When 
quite dry and cold the residue should be treated with 2 or 3 drops of 
pure concentrated sulphuric acid, which should be thoroughly incor- 
porated with it by means of a glass rod. The mixture should then be 
VOL. VI. — 29 
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allowed to stand for 5 minutes in order to note if any colour is produced. 
Salicin and certain other bodies will cause a red colouration, while 
some may be more or less charred. If any marked colouration is 
produced, the dish should be gently heated (not to the b. p. 
of water) for half an hour, the contents diluted with water, filtered, 
made alkaline with ammonia, agitated with a mixture of ether and 
chloroform (as in test 2), and the strychnine recovered by evaporating 
the solvent. The residue is then again treated with a drop or two of 
sulphuric acid. 

The oxidising agent is then added to the sulphuric acid by dipping a 
glass rod moistened with the latter into the powdered solid. A 
moderate quantity only should be used, so as not to obscure the reaction 
by the colour of the oxidising agent or of its reduction products. On 
stirring the drop of strychnine solution with the rod dipped in the 
oxide the blue colouration will become developed. In a minute or so 
it will be distinctly purple, passing in a few minutes to crimson, and 
ultimately to a cherry-red, the last tint being persistent for some 
minutes. Finally the colour will fade to an orange or yellow. The 
test is exceedingly satisfactory, delicate, and characteristic, but the 
order of colours is as important as their shades. The reaction is said 
to be capable of detecting 1/20,000 of a grain of strychnine. 

There are but very few substances which at all simulate the reaction 
of strychnine when treated with sulphuric acid and an oxidising agent, 
and few indeed of these that are dissolved together witli strychnine on 
agitating the alkaline solution with ether-cliloroform. Salicin^ 
santonin^ piperine^ solanme, certain opium bases, cod-liver oil, and 
certain resins give colours with sulphuric acid alone, but they are 
extracted from acid solutions by ether and chloroform, and certain 
of them may also be got rid of by gently heating the liquid as already 
described. Aniline gives no colour with sulphuric acid alone, but 
coloured products are formed on treating the solution with an oxidising 
agent. These cannot be mistaken for the oxidation-products from 
strychnine, for the order of tints is entirely different, commencing, in 
the case of aniline, with a green, changing to a very persistent blue, 
and ultimately becoming black. Colocynth fesin gives a very similar 
reaction to strychnine, but is readily extracted by agitating the acidified 
solution with benzene or ether. 

It is always desirable, therefore, not only to purify the strychnine by 
extracting it from an alkaline liquid by agitation with ether-chloroform 
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(see page 445), but to precede this extraction by shaking its acid 
solution with ether-chloroform for the removal of possibly present 
substances which would interfere with the oxidation-test. On the 
other hand, the oxidation-reaction is readily obtained even in the 
presence of considerable quantities of certain foreign substances. 
Thus oat-meal, tartar-emetic, and dextrin do not materially interfere 
with the reaction when the quantity of strychnine is considerable, and 
sugar of milk does not prevent the reaction at all. Hence the presence 
of strychnine in hypodermic tablets may be shown directly in the case 
of tablets which have been prepared with a pure milk sugar vehicle, 
by crushing the tablet and applying the oxidation-test to a fragment. 
Cane-sugar, however, is sometimes used in the manufacture of hypo- 
dermic tablets and this substance wholly prevents the application of the 
colour-test. Some drug extractive matters and nitrates act like cane- 
sugar in this respect, and hence the absence of strychnine must never be 
assumed before the test has been applied to an ether-chloroform 
residue. 

The alkaloids of cinchona, hydrastis, the mydriatic drugs, veratrum, 
and many other drugs may be found with str>’chninc in the ether- 
chloroform residue, but do not interfere with the application of the 
test if not present in excc.ssivc amounts. Morphine in .small propor- 
tions does not interfere, and the presence of any quantity larger than 
traces is excluded by its limited solubility in the ether-chloroform. 

J. U. Lloyd has pointed out a colour-change which a mixture of 
morphine and hydrastine undergoes when subjected to the oxidation- 
test for strychnine. Mixtures of these alkaloids varying in proportion 
from equal parts to i part of hydrastine to 9 of morphine give with 
concentrated sulphuric acid and potassium dichromate a greenish to 
violet-blue colour slowly changing to purple, which colour lasts for a 
half hour or more. The colour does not then pass over into cherry- 
red and finally into orange or yellow as it does in the case of strychnine, 
but slowly changes to a dirty greenish-brown. Moreover, as pointed 
out in the last paragraph, the solubility of morphine in ether-chloro- 
form is quite limited, and it would not be possible, therefore, to extract 
from a solution containing both hydrastine and morphine, a mixture 
of there alkaloids in the proper proportions to produce the colour- 
reaction described above. Hydrastine alone, or with traces of mor- 
phine, gives only a red colouration and no blue or violet. 

In small proportions brucine exercises no injurious influence on 
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the oxidation-test for strychnine, but when much is present it inter- 
feres in a marked manner. Hence it is safest to separate the strychnine 
first of all as ferrocyanide or chromate, as described in reactions 6 
and 7, or a strong solution of a salt of the alkaloid can be treated with 
decided excess of ammonia, when the strychnine will be precipitated 
and the brucine will remain in solution. If a mixture of brucine and 
strychnine be treated with chlorine-water, the former base dissolves 
as dichlorobrucinej and the residue then gives the colour-reaction 
perfectly (Beckurts). Brucine can be sought for in the filtrate as 
described on page 464. In toxicological investigations its presence 
together with strychnine points to an administration of one of the 
natural sources of the alkaloids rather than to the use of a purified 
salt of strychnine. Commercial strychnine and its salts may contain 
traces of brucine, but not in sufficient amount to interfere at all with 
the application of the oxidation-test. 

Curarine, one of the alkaloids found in Indian arrow poison, gives 
rise to a series of colour reactions somewhat similar to the oxidation- 
reactions of strychnine. This alkaloid is readily distinguished from 
the latter, however, by the fact that a blue colouration is produced on 
treating it with sulphuric acid alone. Moreover, it is practically 
insoluble in ether-chloroform, and hence could not be present in the 
ether-chloroform extraction residues (see page 464). 

Certain ptomaines have been reported to produce a blue colour 
with the oxidation-test. Those which have most closely resembled 
strychnine were reported by Amthor {Chem. Ztg., 1887, ii, 228) and 
by Mecke and Wimmer {Pharm. Zeit.^ 1898, 43, 300). The former 
differed from strychnine in that it did not form a crystalline chromate, 
picrate, ferricyanide, or thiocyanate, while the latter differed in that 
it gave a yellowish-red colouration with sulphuric acid alone. Both 
differed from stryclmine in that they were much less bitter in taste 
and did not produce tetanic convulsions when subjected to the 
physiological test (see page 454)*. 

Acetanilide produces a crimson to purplish-red colour changing to 
green, on subjection to the sulphuric acid-chromate test. This, as 
well as many organic synthetic substances, Vould be removed by 
shaking out from acid solutions with ether-chloroform. 

Many of the above sources of confusion may be avoided by per- 
forming the oxidation-test in a manner suggested by H. Letheby, 
which consists in employing electrolytic oxygen instead of either of the 



ANALYTICAL REACTIONS OF STRYCHNINE. 


453 


oxidising agents mentioned on pages 448, 449. The solution of the ether- 
chloroform residue in a drop or two of strong sulphuric acid is placed 
in a cup-shaped depression in a piece of platinum foil. The foil is 
connected with the platinum plate of a single Grove’s cell, and a 
platinum wire connected with the zinc plate of the battery. As 
soon as the end of this platinum wire is dipped into the drop of acid, 
the violet colour of the oxidation-product will lla.sh out, and on remov- 
ing the wire from the liquid the tint will remain. The test may 
be rendered still more delicate by placing the drop of liquid at the 
bottom of a porcelain crucible, and momentarily immersing in the 
liquid 2 platinum wires connected respectively with the zinc and 
platinum plates of the battery. 

11. A dilute alcoholic solution of pkrolonic acid (dinitrophenyl- 
methylpyrazolone) quantitatively precipitates strychnine as crystalline 
strychnine picrolonate, from dilute aqueous, alcoholic, or ethereal 
solutions of either the free base or one of its salts. Picrolonic acid 
precipitates also other alkaloids, but the precipitates are characterised 
by their great insolubility and high m. p. The latter are useful as 
confirmatory tests of identity. Strychnine picrolonate melts with 
decompo.sition at 286°. 

12. Bloxam {Chem. News, 1887, 55 » ^ 55 ) is authority for the foUow- 
ing series of colour reactions said to be characteristic of strychnine. 

If strychnine be dissolved in a drop of dilute nitric acid, the liquid 
gently heated, and a small particle of potassium chromate be added, 
an intense scarlet colouration is produced. This is changed to brown 
on the addition of ammonia, and on evaporation to dryness leaves a 
dark green residue, soluble in water to a green coloured solution which 
is changed to orange-brown by potassium hydroxide. The solution 
again becomes green on addition of nitric acid. 

13. Malaquin ( 7 . Pharm. et Chim., 1909 [vi], 30, 546) has reported ^ 
a reaction for strychnine that is said to be characteristic, i c.c. of a 
very dilute solution of a strychnine salt (not stronger than 1:1,000) is 
mixed with 2 c.c. of hydrochloric acid and i grm. of granulated zinc. 
After 2 or 3 minutes at ordinary temperature, it is heated quickly to 
boiling, cooled and poured carefully, so as to form a separate layer, on 
to 2 c.c. concentrated sulphuric acid contained in a test-tube. If 
strychnine be present a rose-red ring will be formed at the surface of 
contact of the 2 liquids and gradually the whole mixture will become 
rose-red in colour. On heating to boiling the colour is not changed 
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but the mixture is rendered colourless by potassium thiocyanate 
ammonia, or sodium hydrogen sulphate in excess. 

The test is sufiSciently delicate to detect strychnine in a dilution 
of 1:100,000. It is stated that the only known alkaloid which might 
be mistaken for strychnine by this test is veratrine, which gives a 
beautiful red colouration with the sulphuric acid, but on boiling the 
mixture it is changed to a dirty yellow, whereas the red colour produced 
by strychnine remains unchanged. 

Many other colour reactions for strychnine have been proposed and 
described from time to time, but it must be remembered that the par- 
ticular shades of colour developed are influenced not only by traces of 
impurities that may be present in the material being tested, but by 
the relative proportions of reagents and alkaloid employed for the 
test, by the temperature, by the influence of air and moisture, and 
even by the salt form of the alkaloid, if the test be applied to a salt 
instead of the free base. It is essential, therefore, in applying the 
above-mentioned colour reactions for str>Thnine, to employ only 
ether-chloroform extractions prepared as described in test 2, and to 
repeat the purification steps described on page 442 until a residue is 
obtained which remains colourless on treatment with concentrated 
sulphuric acid. 

14. An exceedingly important confirmatory test for strychnine, and 
one that should invariably be made in toxicologic cases, is the physio- 
logic one first proposed by Marshall Hall. Small frogs or white mice, 
being remarkably susceptible to strychnine poisoning, afford the best 
subjects for the test, but ordinary bam or field mice, or even rabbits 
and guinea-pigs may be employed. 

The test is made by taking a small quantity of the suspected liquid, 
or a portion of an ether-chloroform residue dissolved in water very 
slightly acidified with hydrochloric acid, and injecting it under the 
skin of the animal by means of a hypodermic syringe. In the case of 
a frog, it may be injected, by means of a small pipette, into a small 
slit made with a small pair of scissors in the lifted skin of the animal. 
The first symptom usually observed is a difficulty in breathing grad- 
ually increasing until the animal appears to gasp for breath. A slight 
tremor will then be observed extending over the whole body but 
especially noticeable in the hind legs. In some cases a frog will 
remain perfectly quiet; in other cases it will leap about convulsively. 
Finally, after a few minutes, the characteristic tetanic convulsions 
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make their appearance. These occur intermittently, with intervals 
of rest, and, if the dose has been sufficiently large, end in the death 
of the animal. The convulsions may be induced by touching the 
animal, or by making a sudden noise as by clappmg the hands or 
knocking on the table. In the case of white mice and small frogs, as 
little as o.o6 mg. of strychnine will produce the tetanic convulsions. 

Toxicology of Strychnine. 

Owing to the violently poisonous character of strychnine and the 
fact that it enters into the composition of a number of commercial 
*‘vermin-l:illers,” its toxicology assumes a considerable degree of 
importance to the analyst. In all cases of poisoning the symptoms 
manifested by the subject are of importance to the chemist in furnishing 
him a clue as to the nature of the poison. In the case of no other sub- 
stance, perhaps, are the symptoms of poisoning more characteristic 
than with strychnine. These are usually manifested at first by a bitter 
taste followed by a feeling of suffocation. Gradually the characteristic 
tetanic convulsions come on, often accompanied by an extreme rigidity 
of the entire body which tends to bend it backward into the shape of a 
bow. Lockjaw is a constant symptom, but vomiting, such as occurs 
with the metallic poisons and arsenic, is very rare. Consciousness, as 
a rule, is retained till the last, accompanied by a terror of the rapidly 
recurring and agonising convulsions. 

Death has been known to ensue within as short a time as 12 minutes, 
but usually occurs in from i / 2 to 2 hours. In rare cases with fatal 
ending, life has been prolonged for i or more days. 

The usiml medicinal dose of strychnine is from 1/12 to i/ioo of a 
grain. 1/6 of a grain is usually distinctly dangerous, i grain 
may bb regarded as the average fatal dose for an adult, but death 
has been known to occur from 1/4 grain. Much, or course, depends 
upon the method of administration — a smaller dose, injected sub- 
cutaneously, being more toxic than a larger dose taken by mouth. 
The absorption of strychnine through the stomach is not very rapid, 
especially when introduced in solid form and mixed with foodstuffs 
not quickly digested, such as fats. 

The elimination of strychnine occurs through the saliva, milk, and 
particularly the urine. This ehmination, however, is never complete; 
with large non-fatal doses, 50 to 75%, according to Gadamer, appears 
in the urine; with small doses, much less. 
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It is fortunate that the tests for this not uncommon poisoning agent 
should be both delicate and distinctive. Not only may the small 
fatal dose taken have been widely distributed throughout the organs of 
the body and have been partly eliminated, but that portion which was 
actually the cause of death, been oxidised or changed in such a manner 
as to cause it no longer to respond to the reactions for strychnine. 
The full amount taken can therefore never be recovered by the toxi- 
cologist, and if the amount taken has been only slightly in excess of 
that required to produce death, it follows that the amount found may be 
much less than that represented by the average fatal dose. When, 
however, strychnine has been recovered in sufficient amount for 
positive identification, and the symptoms were typical of -poisoning 
by this agent, little doubt will remain as to the cause of death, even 
though less than a normally fatal dose be recovered. 

The post-mortem appearances of poisoning by strychnine are not 
very striking or characteristic. Rigidity of the muscles is usually 
prolonged, but if death occur in one of the intervals between the con- 
vulsions, no rigidity will be observed. The heart is usually, but not 
always, full of blood, especially on the right side. The stomach 
usually appears normal, but sometimes intensely congested. In a 
case reported by Allen, the stomach presented such an appearance as 
to suggest the presence of arsenic or other irritant poison; but no 
mineral poison could be detected. That death was due to administra- 
tion of a vermin-killer containing strychnine was subsequently fully 
proved by analysis and admitted by the murderer. The most char- 
acteristic appearance is the intense congestion of the brain and spinal 
cord, often accompanied by a considerable effusion of blood. 

For the detection of strychnine in the dead body, the portions of the 
body operated upon should be chosen according to the manner in 
which the poison is likely to have been administered. Thus it is of 
no use to search in the stomach or intestines for strychnine injected 
hypodermically, although in cases where the poison has been admin- 
istered by mouth these organs will usually be found to furnish the 
larger proportion of the amount recovered. Next in importance for 
the toxicologist are the liver, kidneys, brain, and spinal cord.* The 
blood and urine should always be examined also when this is possible. 
In extreme cases it is desirable to operate on very considerable quan- 

* In the case of a body examined by the reviser in Indiana in 1 900, o. at grain of strychnin© 
iraa recovered from the kidneys. 
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titles of materials as death may be caused by so small a quantity of 
strychnine that the poison may be altogether missed if this precaution 
be not taken. 

The portions of the body to be tested for stiyThnine should be cut 
into small fragments with a pair of scissors, and then further reduced 
by bruising in a mortar. The product should be made slightly alkaline 
by the cautious addition of sodium hydroxide solution, then distinctly 
acid by means of acetic acid,* and mixed thoroughly with 3 or 4 
volumes of 90 to 95% alcohol. After macerating for 3 or 4 hours 
with occasional stirring, the mixture is strained through muslin, and 
the strained liquid filtered through paper. This treatment serves 
thoroughly to extract any alkaloids that may be present, and at the 
same time leaves behind the greater part of the albuminous matter 
which has been coagulated by the alcohol. The clear filtrate is 
evaporated to a thin syrup on the water-bath, diluted somewhat with 
water, and, if turbid, again filtered. The clear liquid is next transferred 
to a separatory funnel, a few drops of hydrochloric acid added to 
ensure its acid character, and shaken out with an equal volume of 
ether. The extraction of the acid solution with ether serves to remove 
many ether-soluble substances such as glucosides, fats, oils, etc., 
which would otherwise contaminate the strychnine. The lower aque- 
ous layer, which retains the strychnine in the form of a salt, is carefully 
run off into a second separator)^ funnel and shaken out with an equal 
volume of chloroform. This serves to further purify the solution, 
taking out the impurities left by the ether. ^ The chloroform layer 
is carefully run off and rejected, and a fresh portion of chloroform 
added to the contents of the separator. Ammonia water is now added 
until the liquid has become distinctly alkaline, and the whole immedi- 
ately and thoroughly shaken for a period of about i minute. On 
coming to rest, the aqueous liquid will separate from the chloroform 
layer, which can be run off into a separate vessel. If quantitative 
results are required, the alkaline aqueous liquid should be extracted 
twice more with chloroform, the chloroform extracts united, filtered 
through paper, and evaporated to dryness on the water-bath. 

* Some toxicologists prefer to employ tartaric acid, permitting of the subsequent macera- 
tion with alcohol at an elevated temperature 

* After the preliminary extraction with ether, there is not so great a tendency to form an 
emulsion on shaking out with chloroform. Liquids charged with sugar or other extrac- 
tive matter may, however, render impossible the shaking out with chloroform without the 
formation of troublesome emulsions. In this case, the emulsified solution should be trans- 
ferred to a shallow dish, the chloroform evaporated by exposure to a gentle heat, and 
thereafter all shakings out from acid solution earned out with ether alone. 
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The further treatment of the residue thus obtained depends upon 
its state of purity at this point. It may be sufficiently pure to respond 
to the reactions for strychnine given on page 444 el seq; on the other 
hand, impurities which interfere with the characteristic colour reactions 
for strychnine and prevent its crystallisation may be present, thus 
requiring further purification. This may be effected by dissolving 
the entire residue in dilute acid, filtering, adding chloroform or a 
mixture of chloroform and ether, rendering alkaline with ammonia, 
shaking out the precipitated alkaloid, and again evaporating the chloro- 
formic solution on the water-bath, in a tared beaker. 

Dialysis through parchment-paper is an efficient and occasionally 
a convenient means of separating strychnine from organic matter. 
The finely divided tissue should be suspended in water to which 
some alcohol and acetic acid have been added. Distilled water 
should be used on the other side of the membrane, and changed at 
intervals of 12 hours. After 36 to 48 hours the dialysate may be 
evaporated to dryness and treated with alcohol, etc., as described on 
page 442. 

For the carrying out of the several identification tests, the weighed 
strychnine residue should be redissolved in chloroform and evaporated 
in portions on watch glasses or inverted porcelain crucible lids, some 
of which should be preserved for demonstration of strychnine reactions 
before the court. 

In addition to responding to the several colour and crystallisation 
tests as well as the physiological test on animals, the strychnine residue 
should be sufficiently pure to produce no marked colouration when a 
small portion is treated with a few drops of cold sulphuric acid. This 
is essential as proof that the residue is sufficiently pure to be weighed 
for quantitative estimation. 

The most delicate and characteristic chemical reaction of strychnine 
is the oxidation-test described on page 448. Reactions 7 and 8, and 
the production of crystals of strychnine as described m i, are also 
valuable as confirmatory tests, and should never be omitted if the 
material at disposal be sufficient for their performance. The intensely 
bitter taste is also of great importance, and in conjunction with a 
distinct reaction by the characteristic oxidation-test, may usually be 
regarded as ample proof of the presence of strychnine, provided the 
absence of interfering substances has been insured by the previous 
treatment. The ptomaines mentioned on page 452 as giving colour- 
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reactions simulating those of strychnine, can only be present when 
putrefaction has taken place, and their formation must be very rare, 
or they would have been met with in the numerous cases in which no 
alkaloidal substance has been detected. Moreover, no ptomaine has 
ever been found to agree with strychnine in ail its properties, including 
colour reactions, taste, and power to crystallise. The precautions 
mentioned therefore should be ample to guard against the mistaking 
of a ptomaine for strychnine. 

Fortunately for the toxicologist, strychnine possesses a high power 
of resistance to decomposition in the dead body. Alien reports the 
detection of strychnine in a stomach preserved in alcohol for 6 years. 
A portion of the untreated stomach and liver was kept in a jar, the 
mouth of which was closed by a bag containing wood-charcoal. On 
opening the jar after six years, the whole of the contents were found 
to have disappeared, with the exception of a small quantity of dust, 
in which abundance of strychnine was detected. Nevertheless, it has 
not infrequently happened that a postmortem analysis has failed to 
detect strychnine in corpses almost certainly containing it. This 
result has probably been due in most cases to the use of defective 
methods of analysis, or to the search being restricted to too small 
quantities of material or to wrong parts of the body. Occasionally, 
failure has probably been due to an elimination of the poison during 
life, especially in cases in which death has resulted from a minimum 
dose. If elimination has not occurred prior to death, strychnine 
ought to be found by the toxicologist. 

Blood should be examined for strychnine by diluting it with an 
equal bulk of water, adding a little acetic acid, boiling for a short time, 
filtering, and evaporating the filtrate nearly to dryness. The residue 
is taken up with alcohol, and the solution treated as already described. 

From urine, strychnine may be directly extracted by agitating the 
fluid with ammonia and ether-chloroform. 

Preparations of Strychnine. 

The oflScial preparations of strychnine are as follows: 
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Pharmacopcci.i 

Preparation 

j Strychnine per fluid- 
dram 

i 

British 

1 

Solution of strychnine hydrochloride 

45/100 gr.iin 

Syrup of phosphate of iron with quinine 
and strychnine (Easton’s syrup) 

1/32 gram. 


Compound laxative pills • • 

1/T30 gram (per pill). 


Compound syrup of hypophosphites ... 

1/150 gram. 

United States .... 

Elixir of iron, quinine and strychnine phos- 
phates 

1/64 gram 


(jlycerite of the phosphates of iron, quinine 
and strychnine 

1/22 gram. 


Iron and strychnine citrate • 

0 9 to I ( ',’1 ) 


Syrup of the phosphates of iron, quinine and 
strychnine 

1/88 gram. 

French... 

Granules of sulphate of strychnine . 

1/83 grain (per granule) 


The above preparations may be divided naturally into 2 classes — 
those consisting of simple solutions or mixtures of strychnine or one of 
its salts, which require no special directions for determining their 
strength, and those consisting of rather complex mixtures, the analysis 
of which is fraught with many difficulties, chief among which is the 
presence of large amounts of another alkaloid. 

Most simple among these is the analysis of iron and strychnine 
citratCy United States Pharmacopociay which occurs in gamet-red to 
yellowish-brown transparent scales, soluble in water. The official 
process for its assay for strychnine consists in shaking out an aqueous 
ammoniacal solution of the scales 3 times with chloroform, evaporating 
the combined chloroform liquids, and drying the alkaloidal residue 
to constant weight at 100°. 

On account of the extensive use of syrup of the phosphates of irony 
quinine and strychnine (an out-growth of the old formula for Easton’s 
syrup), and the corresponding elixir y as reconstructive tonics, both 
by direction of practising physicians, and as household remedies, their 
analysis becomes of importance to the analyst and occasionally to the 
toxicologist. The other complex preparations, such as the compound 
laxative pills and compound syrup of hypophosphites contain such 
minute quantities of strychnine as to render their consideration by the 
toxicologist almost negligable, while the glycerite, although containing 
4 times as much strychnine as the syrup, is used only for the prepara- 
tion of the latter. 
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In analysing the syrup or elixir, the iron may be estimated by 
evaporating 5 c.c. of the preparation, Mgiiiting the residue, dissolving 
the ash in hydrochloric acid, and titrating the iron with standard 
dichromate solution after reducing it to the ferrous state. 

The free phosphoric acid may be estimated by titration of 10 c.c. 
with methyl-orange and N/2 sodium hydroxide. The neutral point 
is attained when NaHjPO^ is formed. 

The alkaloids may be estimated by diluting 100 c.c. of the syrup 
or elixir with twice its volume of water, adding some citric acid and 
excess of ammonia, and shaking out twice again with ether-chloroform 
to remove the alkaloids.^ The ether-chloroform solution is then 
evaporated to dryness and the residue of mixed quinine and strychnine 
weighed. 

The actual separation of the strychnine from the quinine is quite 
difficult both on account of the relatively small amount of the former 
in proportion to the latter and on account of the possible traces of 
impurities in the mixed alkaloids. Theoretically, the residue from 
100 c.c, of the syrup of the British Pharmacopceia should amount to 
1. 15 grm. ; that from the syrup of the United Stales Pharmacopmiay 
2.62 grm.; and that from the elixir, 0.90 grm. The ratio of strychnine 
to quinine in the 3 preparations should be, respectively, i to 19, 1 to 130, 
and I to 32. 

The ferrocyanide method of separating the strychnine cannot be 
successfully used because much of the quinine is precipitated along 
with the strychnine. 

Another method which has been suggested consists in dissolving 
the ether-chloroform residue from 100 c.c. in 20 c.c. of water acidified 
with a few drops of sulphuric acid. The solution is neutralised with 
ammonia and mixed with excess of ammonium oxalate solution. 
After 24 hours, the precipitated quinine oxalate is filtered off, the mother- 
liquor removed by gentle pressure, and the precipitate washed once 
with a little cold water. It is then dried at 100° and weighed. The 
weight multiplied by 0.878 gives the amount of anhydrous quinine 
alkaloid in the 100 c.c. of sample. The filtrate and wash water are 
then placed in a separdftor, made alkaline with ammonia and shaken 
out with ether-chloroform. The residue obtained by evaporating the 
ether-chloroform contains the strychnine slightly contaminated with 

> Prom the aqueous liquid the total phosphoric acid may be thrown down by magnesia 
mixture. 
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quinine. This should be washed twice with 5 c.c. of ether to remove 
the quinine after which the residue of strychnine should be weighed.^ 
The residue may be redissolved and tested for quinine by means of the 
thalleioquin test. 

A method proposed by the reviser consists in dissolving the mixed 
alkaloids from 100 c.c. of the syrup or elixir in a small quantity of o. 5% 
hydrochloric acid, making the solution exactly neutral with potassium 
hydroxide, and adding with constant stirring a solution of 1.5 grm. 
of potassium sodium tartrate in 5 c.c. of water. After 24 hours, 
the crystals of quinine tartrate may be filtered off, washed with a few 
drops of cold water, dried at 105° and weighed. The weight multiplied 
by 0.794 gives the amount of anhydrous quinine alkaloid in the 100 c.c. 
of sample, or the precipitate may be transferred to a separator, with a 
little water, rendered alkaline with ammonia, shaken out with chloro- 
form, evaporated to dryness and weighed as quinine alkaloid. The 
filtrate and washings are then treated as described in the last para- 
graph, for the estimation of the strychnine. ^ 

Among the unofficial preparations containing strychnine none are 
so widely used as the tablets both of simple composition and complex. 
Because of this extensive use, the ease with which they may be admin- 
istered, and tlie extreme danger of taking them by mistake for other 
widely used tablets, they have been prolific in the causation of strych- 
nine poisoning. For the assay, the tablets containing strychnine or 
one of its salts should be crushed and dissolved or extracted with water 
acidified with hydrochloric or sulphuric acid. The filtered acid 
solution should then be shaken out 2 or 3 times with ether-chloroform 
to remove non-alkaloidal substances soluble in these solvents, after 
which the aqueous layer may be rendered alkaline with ammonia 
and shaken out again with ether-chloroform. On evaporating the 
latter extractions to dryness, the strychnine (together with any other 
alkaloids that may be present in a complex tablet) will be left in con- 
dition for weighing. The further separation of the strychnine from 
other alkaloids will then have to be devised according to the nature of 
the contaminating substances. (See page 51 1 for the separation of 
strychnine and quinine.) 

A rapid and accurate method for estimating strychnine in hypo- 

* Bernegau and E’We report these methods to be liable to give high results for strychnine 
f” syrups, and low results in the case of elixirs. By the oxalate method they 

found in loo c.c. of the elixir only 0.015 grm. of strychnine instead of 0.03 grm., and in 
100 c.c. of the synip 0.0255 instead of o.oa grm. By the tartrate methc^ they found re- 
spectively in the elixir and the syrup, 0.0a i grm. and 0.0258 grm. 
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dermic iablelSy which consist of a soluble strychnine salt in admixture 
with sugar of milk as a vehicle, is a modification of Prescott and 
Gordinas iodometric method (/. Amer. Chcm. Soc.y 1898, 20, 722). 
As commonly found on the market, these tablets var)’ in strength 
from i/ioo to 1/20 grain of a strychnine salt (nitrate or sulphate) per 
tablet. The procedure employed by the reviser is as follows. 

A number of tablets containing from 1/2 to i grain of stiyxhnine 
are dissolved in 30 c.c. of water, and 10 to 20 drops of hydrochloric 
acid are added. The solution is then poured with constant agitation 
into 15 c.c. of N/10 iodine solution contained in a 50 c.c. cylinder. 
The solution is then diluted to exactly 50 c.c. with distilled water, and 
the whole shaken vigorously for several minutes until the periodide of 
strychnine separates in the form of a curdy precipitate, leaving the su- 
pernatant liquid a clear deep red in colour. (If the supernatant liquid 
be light yellowish-red in colour, an insufficient cxce.ss of iodine has 
been employed, and the assay must be repeated, using a smaller num- 
ber of the tablets.) The solution is then filtered, the first few c.c. of 
filtrate rejected, an aliquot part of the filtrate tlien collected, and titrated 
back with Njio sodium thiosulphate solution. From the amount 
of iV/io iodine solution u.sed to precipitate the str}’chninc as periodide, 
C2iIl2202^2HI.Io)the amount of strychnine in the tablet sis calculated. 

I part of iodine precipitates 0.439 P^irts of stiyThninc, or i c.c. of 
N/io iodine corresponds to 0.005555 grm. of alkaloid. 

Vermin-killers. — Strychnine has been largely used, particularly 
in Great Britain,^ for the extermination of rodents and other pests, 
and on account of the ease with which it may be purchased in the form 
of commercial vermin-killers, the latter have often been the cause of 
poisoning. In order to disguise its bitter taste and make the mixtures 
attractive to vermin, these preparations usually contain considerable 
starchy matter such as rice-starch, wheat-flour, or oatmeal, and some- 
times sugar. They are generally coloured to attract attention to their 
poisonous character. Ultramarine, prus.sian blue, carmine, and char- 
coal have been employed for this propose and in cases of poisoning 
resulting from vermin-killers, the presence of these colouring matters 
often indicate the souice of the poison. 

Strychnine can be determined in vermin-killers by exhausting a 
known weight of the dry powder with chloroform or benzene, and 

1 In the United States, vermin-ldllers containinR strychnine are not at all common, arsen- 
ical and phosphorous preparations being more often employed for this purpose. 
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weighing the alkaloidal residue left on evaporating the solvent. The 
insoluble portion must be examined by the taste and oxidation-test, 
to insure complete extraction and the absence of a salt of strychnine 
insoluble in the solvent used. An alternative, and in many respects 
preferable, method is to treat the vermin-killer with cold water acidified 
with acetic acid, until the residual powder has no bitter taste, and gives 
no colouration by the oxidation-test. The solution is then treated 
with excess of ammonia and the strychnine extracted by ether-chloro- 
form, which is separated, evaporated to dryness, and the residue 
weighed. 

BRUCINE, BRUCIA, 

Brucine was discovered by Pelletier and Caventou in 1819, the next 
year after their discovery of strychnine, in the bark of Strychnos Nux- 
vomica. It occurs associated with strychnine in many species of 
strychnos. The seeds of Strychnos Ntix-vomica contain on the average 
about 1.25% of brucine; the seeds of Strychnos Ignatia about 0.5%. 
The leaves of Strychnos Nux~vomica are stated to contain brucine but 
no strychnine. 

In chemical constitution, brucine is a dimethoxystrychnine. 

Brucine is prepared from the mother-liquors obtained in the manu- 
facture of strychnine (see page 442). These are concentrated to a 
small volume, the brucine precipitated as oxalate by neutralisation 
with oxalic acid, washed with cold strong alcohol, dissolved in hot 
water, decolourised with animal charcoal, and evaporated to dryness 
with magnesia. The brucine is extracted from the residue with 
acetone, and purified after recovery of the solvent, by recrystallisation 
from dilute alcohol. An alternative method consists in treating the 
dry mixture of precipitated alkaloids obtained in the manufacture of 
strychnine, with cold acetone, whereby the brucine is extracted, 
leaving behind the strychnine. 

Brucine occurs as a bitter, white, odourless, crystalline powder, or 
as colourless, transparent, monoclinic prisms, containing 4 molecules of 
water of crystallisation. The crystals are somewhat efflorescent in 
dry air, and readily melt and lose all their watec at 115®. The anhy- 
drous base then solidifies, and melts again at 178.® On ignition it is 
consumed, leaving no residue. Its solutions are laevogyxate, intensely 
bitter, and have a marked alkaline reaction. 

Brucine is much more soluble than strychnine in water, the crystal- 
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line base dissolving in about 320 parts of cold water and in about 150 
parts of boiling water (E. Schmidt). In alcohol and in acetone it is 
very soluble, a fact which is employed to separate it from strychnine. 
It is also very soluble in chloroform (about 7 parts, Schmidt), but is 
almost insoluble in absolute ether. Brucine is insoluble m the fixed 
alkalies and only sparingly soluble in excess of ammonia. 

Brucine resembles strychnine closely in its general characters, but 
is many times less poisonous. It is excreted far more rapidly than 
strychnine, so that when given by the stomach it produces little effect, 
though it is fatal when injected hypodermically (T. Lauder Brunton, 
Jour. Chem. Soc., 1885, 47, 143)* J- Mays {J. Physiol., 1887, 8 , 
391) finds that, when frogs are poisoned, brucine primarily affects the 
posterior and strychnine the anterior extremities; convulsions occur 
very early and invariably before death in stryclinine poisoning, and 
very late or frequently not at all in brucine poisoning. Like strych- 
nine, it is not acted on readily by cold sulphuric acid, or by alkali 
hydroxides. It dissolves without decomposition in strong hydrochloric 
acid, and forms readily crystallisablc and soluble salts. 

Analytical Reactions of Brucine. 

1. Brucine is precipitated in a free state on adding an alkali to the 
solution of one of its salts, and may then be taken up by agitating the alka- 
line liquid with ether-chloroform in the same way as strychnine (see 

page 442). r . , 1 u 

2. Brucine is precipitated from dilute solutions of its salts by the 

general alkaloidal reagents in much the same way as strychnine (see 
paragraph 3, page 445). 

3. Brucine is not precipitated at once from its hydrochloric acid 
solution by potassium ferrocyanide, a fact which is u^cd to separate 
it from strychnine (see paragraph 6, page 446). 

4. Potassium dichromate throws down from solutions of brucine 
salts, even when very dilute, a yellow precipitate of brucine chromate, 
insoluble in acetic acid, but soluble with deep red colour in strong 
nitric acid. The microscopic appearance of brucine chromate is 
characteristic, and, together with its behaviour with nitric acid, dis- 
tinguishes the precipitate from all others produced by the reagent. 

5. The microscopic appearances of the precipitates produced in 
brucine solutions by platinic chloride and potassium ferricyanide 
are also highly peculiar. 

Vm. VT — 70 
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6. When treated with concentrated sulphuric acid and an oxidising 
agent, brucine does not give the coloured products so characteristic 
of strychnine. 

7. The most satisfactory reaction of brucine is that with nitric acid. 
On adding a drop or two of cold nitric acid to an ether-chloroform 
residue, or other solid product containing brucine, a scarlet or blood- 
red colouration is produced, which on heating changes to yellowish-red, 
and finally to yellow. ‘ If the mixture be then cooled and treated very 
cautiously with stannous chloride (or other reducing agent, such as 
sodium thiosulphate), a purple colouration is produced, which is 
destroyed by excess of either nitric acid or the tin salt.^ 

The red colouration of brucine caused by nitric acid may likewise be 
developed by dissolving the alkaloid in strong sulphuric acid in a test- 
tube, and allowing nitric acid to run on to the surface of the heavier 
liquid. A red zone, passing to yellow, will be produced at the junction 
of the two liquids. If cold nitric acid be added to solid brucine, so as 
to develop the red colour, and the mixture be then largely diluted with 
water, a substance called kakotelin, C2oH22(N02)2N205, separates 
in yellow flocks. The filtered liquid, after neutralisation by ammonia, 
gives a precipitate of calcium oxalate on being treated with calcium 
chloride. 

The production of a red colour with nitric acid, accompanied by a 
formation of oxalic acid and yellow scales or crystals, insoluble in 
water but soluble in dilute acids, constitutes a combined reaction 
which is peculiar to brucine. 

8. Brucine dissolves in chlorine-water with red colour. On evapora- 
tion, dichlorobrucine, C23H34CI3O4N2, remains as a reddish-brown, 
amorphous mass. 

9. Picrolonic acid precipitates brucine from its dilute solutions in 
the form of cubical or rhombohedric crystals which darken at 214® 
and melt at 256° (Gadamer). 

Toxicology of Brucine. 

Like strychnine, brucine resists decomposition for a long time, and 
hence may be recovered along with strychnine, when the cause of the 
poisoning has been due to a preparation of nux vomica or ignatia. In 

* Strychnine, on the contrary, gives no colouration with cold nitric acid, but develops a 
yellow colour on warming 

* The orange colour produced by adding nitric acid to morphine remains unchanged on 
addition of stannous chloride. 
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fact, its special significance in toxicological cases is to indicate the 
probable employment of such a preparation rather than one of the pure 
alkaloids or salts. On account of its limited use, as such, in medicine, 
cases of poisoning by brucine alone are scarcely known. The pres- 
ence of brucine in an ether-chloroform residue may be readily detected 
by the nitric acid test. This may be made by treating the residue 
first with concentrated sulphuric acid, followed by a trace of nitric 
acid. After the red colouration due to brucine has faded to a yellow, 
a small fragment of potassium permanganate may be drawn through 
the mixture, whereupon, if strychnine also be present, the characteristic 
blue colouration will appear. 

The quantitative separation of brucine and strychnine in toxicolog- 
ical work has already been considered. For the separation in assays of 
nux vomica and its preparationsj see pages 469 et seq, 

Nux Vomica. 

Under this name, the dried, ripe seeds of Strychnos Nux-vomica 
Linnd (Fam. Loganiacecc), a small tree growing m the East Indies, are 
official in the British and the United States Pharmacopoeias. English 
synonyms are poison-nuts and Quaker buttons; French, noix vomique; 
German, Krdhenaugen and Brcchniisse. The tree produces a fruit 
resembling the orange, which contains many seeds imbedded in a 
juicy bitter pulp. The seeds are removed from the ripe fruit, cleaned, 
dried, and sorted. The principal ports of shipment are Bombay, 
Cochin, and Madras, which lend their names to the 3 commercial 
varieties. 

The appearance of the whole seeds is highly characteristic. They 
have the shape of flattened disks about three-quarters of an inch in 
diameter, flat or slightly convex on one side and concave on the other. 
They are densely covered with a coat of satiny ash-coloured or yellowish- 
grey hairs radiating from the centres of the sides, giving them a highly 
characteristic appearance. They are extremely hard and difficult to 
grind or powder. In practice they are often steamed in order to soften 
them and render them more easily comminuted. They have no 
odour but taste intensely bitter. 

On the other hand, the powdered seeds are light grey to greyish- 
buff in colour and might readily be mistaken for many other powdered 
drugs, such as jalap, or liquorice. If moistened with water, however, 
and examined under the microscope, the characteristic fibrous hairs 
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may be readily recognised. These are coloured yellow by iodine- 
potassium iodide solution, while the rest of the powder becomes brown. 
When treated with strong nitric acid, the powder acquires an orange- 
red colour. 

Nux vomica contains the alkaloids strychnine and brucine in com- 
bination with cajfetannic acidj together with a small amount of a glu- 
coside, loganin, about 4% of fatty matter, and a large amount of a 
homy albuminous substance. There may also be present a few 
nearly spherical starch grains, from particles of adhering fruit pulp. 
Nux vomica on ignition yields about 5% of ash. 

Caffetannic acid, formerly known as strychnic or igasuric acid, 
has been obtained as an amorphous, yellowish-wliite mass, readily 
soluble in water and in alcohol. It has a strongly acid and astringent 
taste and gives a green colour with ferric chloride and a black precipi- 
tate with ferrous salts and ammonia. It gives a white precipitate 
with lead acetate and reduces ammoniacal solution of silver nitrate. 
On melting with potassium hydroxide, protocatechuic acid is formed. 

Loganin exists in nux vomica seeds, but more largely (4 to 5%) in 
the pulp in which they lie embedded in the fruit. Dunstan and Short 
{Pliarm. Jour,, 1884, 14, 1025) obtained loganin in prismatic crystals 
by cooling the liquid obtained by exhausting this substance with chloro- 
form-alcohol (4:1). After recrystallisation from alcohol, the colour- 
less prisms contained CasIIg^Oi^, an empirical formula identical with 
that of arbutin, from which, however, loganin is distinguished by its 
much higher m. p, (215®), and by not yielding quinol with dilute 
sulphuric acid. 

Loganin it readily soluble in water and alcohol, but less so in ether, 
chloroform and benzene. It develops no colour with nitric acid or 
other oxidising agents, and the aqueous solution is not affected by 
solutions of lead, iron or silver, and does not reduce Fchling’s solution. 
When gently warmed with strong sulphuric acid, loganin gives a fine 
red colour, changing to purple on boiling. When boiled with dilute 
sulphuric acid, it yields a reducing glucose and loganetin, which 
latter substance behaves with solvents and reagents very similarly to 
loganin itself. ' 

The Assay of Nux Vomica, 

Although nux vomica contains 2 active alkaloids, its value and 
toxicity depend primarily upon its strychnine content on account of 



THE ASSAY OF NUX VOMICA. 


469 


the much greater physiological activity possessed by this alkaloid. 
Present-day methods of assay therefore are directed toward the esti- 
mation of strychnine alone — although the assay for total alkaloids is 
of almost equal value — owing to the fact that the alkaloids strychnine 
and brucine exist in nux vomica in almost equal amounts. Bcckurts 
{Pharm. Jour.^ 1889, 20, 341) reported the ratio of strychnine to 
brucine to vary only between 43:57 and 54:46. In the author’s 
experience in supervising hundreds of assays of nux vomica and its 
preparations during the past ten years, the yield of total alkaloids has 
been found to approximate so nearly the double of the yield of strych- 
nine that the former estimation is always made as a check on the 
accuracy of the latter. 

For the estimation of total alkaloidsy the method of Keller^ is most 
suitable. The method is carried out as follows: 

Take 12 grm. of finely powdered nux vomica, place in a dry 200 c.c. 
flask, add a mixture of 80 c.c. ether and 40 c.c. chloroform, and stopper 
tightly. After one-half hour, add 10 c.c. 10% ammonia, and shake 
repeatedly for i hour.^ 15 to 20 c.c. of water are then added in 2 or 3 
portions with vigorous shaking, to aglutinate the drug, and cause the 
ether-chloroform solution of the extracted alkaloids to separate in a 
clear layer. 

Exactly 100 c.c. of the latter clear liquid (representing 10 grm. drug) 
are then poured off and transferred to a separator. This is shaken 
out with 50 c.c. of 0.5% hydrochloric acid, and the extraction repeated 
with 25 c.c. portions of the latter until a few drops of the acid layer no 
longer give a cloudiness on addition of Mayer’s reagent. The united 
acid layers are now filtered into a second separator, 30 c.c. of a mixture 
of 3 parts chloroform and i part ether added, the aqueous layer ren- 
dered distinctly alkaline with an excess of ammonia, and the mixture 
agitated thoroughly for i to 2 minutes. The separated chloroform- 
ether (lower) layer is then run off, through a pledget of cotton con- 
tained in a small funnel, into a tared Erlenmeyer flask, and the aqueous 
layer extracted with further portions of chloroform-ether until a few 
drops of the former, renioved with a pipette, no longer give a precipitate 
with Mayer’s reagent. The united chloroform-ether solutions are 

* Schwtiz. Wochtnschr.f. Chzm. u, Pharm , r 89 5, 35. 45a. 

* In the reviser’3 laboratory, 8-ounce, narrow- mouthed bottles are preferred to flanks as 
they may be readily attached to a mechanical sliaker and allowed to m shaken while other 
work is being carried on by the operator It is most convenient to start an assay late in the 
afternoon, allow the shaking to continue for an hour or more, and then let the bottle stand 
over night. In the morning, after one vigorous shaldnfj, the extraction will be complete 
and the next step of the process can immediately be earned out. 
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then distilled or evaporated to dryness on the water-bath, the vamish- 
like residue treated with 5 c.c. of ether and again evaporated (in order 
to remove traces of chloroform which adhere tenaciously to alkaloidal 
residues) to constant weight. The weight obtained, multiplied by 
10, gives the percentage of total alkaloids in the drug. 

As a check on the purity of the alkaloids thus abtained, the residue 
may be dissolved in 20 c.c. of Nj 20 sulphuric acid, preferably by 
warming on the water-bath with the addition of a few drops of chloro- 
form to facilitate solution. The solution is then transferred to a 6-oz. 
bottle, 10 c.c. of ether added to form a layer on the top of the acid solu- 
tion, a few drops of iodeosin indicator added, and the excess of acid 
titrated with N j potassium hydroxide solution. The end point 
is marked by the appearance of a faint pink colouration in the 
lower aqueous layer. Each c.c. of N 1 20 acid corresponds to 0.0182 
grm. mixed alkaloids, it being assumed that strychnine and brucine 
are present in equal amounts. 

The method of the French Codex is essentially the gravimetric 
method of Keller, differing only in details as to amounts of materials 
and solvents to be employed. The standard is not less than 2 nor 
more than 3% of total alkaloids. 

The method of the German Pharmacopoeia differs from the above 
method in the use of sodium hydroxide instead of ammonia to liberate 
the alkaloids, and particularly in the method of making the titration. 
Instead of evaporating the final ether-chloroform extractions to dryness 
and dissolving them in standard acid, they are placed in a separator 
and shaken out with 10 c.c. of N/10 hydrochloric acid, which is 
followed by 3 portions of 10 c.c. each of water. The united aqueous- 
acid extractions are diluted to 100 c.c., an aliquot part taken, and the 
excess of acid titrated back against N/100 potassium hydroxide solu- 
tion. The standard is not less than 2.5% of total alkaloids. 

An accurate method for determining total alkaloids in nux vomica 
is the picrolonic acid method of Matthes atid Rammsledt {Arch, d. Pharm.^ 
1907, 245, 124). 15 grm. of the dried and powdered drug are extracted 
by maceration with 100 grm, ether, 50 grm. chloroform, and 10 c.c. of 
io% sodium hydroxide solution. The drug is aglutinated with water; 
50 grm. of the chloroform-ether solution, which has been filtered 
through a dry filter and which represents 5 grm. drug, are taken and 
evaporated to about half its volume. 5 c.c. of Nj 10 alcoholic picro- 
lonic acid solution is then added, and after 24 hours, the precipitate 
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of Strychnine-brucine picrolonate is transferred to a Gooch crucible. 
The precipitate is washed with 2 c.c. of a mixture of alcohol and ether, 
I to 3, dried for 30 minutes at i lo® and weighed. The weight obtained, 
multiplied by 0.5798, gives the amount of total alkaloid in 5 grm. drug, 
assuming the alkaloids to be present in equal r mounts. 

Commercial nux vomica as a rule ranges from 2 to 3% in alkaloidal 
content, although samples of both higher and lower alkaloidal strength 
have been reported. The international standard for nux vomica 
adopted by the Brussels Conference is 2.5% total alkaloid. The 
United States Pharmacopccia, however, has adopted a standard of 
1.25% strychnine. The official method of the United States Pharma- 
copoeia^ Eighth Revision^ is essentially as follows: 

20 grm. of nux vomica in No. 60 powder are placed in a 250 c.c. 
flask and macerated with frequent shaking for i hour with 200 c.c. of 
a mixture of 137.5 c.c. ether, 44 c.c. chloroform, 13.5 c.c. alcohol, and 
5 c.c, ammonia. After 12 hours 100 c.c. of the liquid (representing 
10 grm. drug) are transferred to a separator and shaken out with several 
portions of about 5% sulphuric acid. I'he combined acid solutions are 
rendered alkaline with ammonia and shaken out with 3 portions of 
chloroform. The combined chloroform solutions are then evap- 
orated to dryness in a 100 c.c. flask. 

The alkaloidal residue is dissolved in 15 c.c. of 3% sulphuric acid 
by warming on the water-bath. When cool, 3 c.c. of a cooled mixture 
of equal volumes of nitric acid (sp. gr. 1.40) and water are added for 
the purpose of oxidising and destroying the brucine. After shaking 
the mixture gently 3 times during exactly 10 minutes, the red liquid is 
transferred to a separator containing 25 c.c. of 10% sodium hydroxide 
solution. The strychnine is now extracted by shaking out several 
times with chloroform, and the combined chloroform solutions 
evaporated to dryness. The alkaloidal residue is finally dissolved in 
N ! 10 sulphuric acid and the excess of acid titrated back with AT/ 50 
potassium hydroxide, iodeosin being used as indicator. Each c.c. of 
N 1 10 acid consumed corresponds to 0.0332 grm. of strychnine. 

The principle, invobied in this assay, of destroying brucine by 
means of nitric acid, was first employed in an assay process by J. E. 
Gerock {Arch, der Pharm., 1889, 227, 158), wffio applied the nitric 
acid, of 1.056 sp. gr., to the mixed picrates of the alkaloids strychnine 
and brucine, which had been obtained by precipitating an almost 
neutral solution of the alkaloids with picric acid, collecting the precipi- 
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tate on a filter, washing, drying, and weighing. On warming with 
nitric acid, only the brucine picrate was decomposed, leaving behind 
in unchanged form the strychnine picrate which was collected again 
and weighed. Later, C. C. Keller {Proc. A. Ph. A., 1894, 42, 531) 
applied the nitric acid method directly to a sulphuric acid solution of 
the mixed alkaloids, the residue from 10 grm. of drug being dissolved 
in 10 c.c. of 10% sulphuric acid and allowed to stand in the cold for 
I 1/2 hours with i c.c. of nitric acid of 1.41 to 1.42 sp. gr. Later on, 
H. M. Gordin {Proc. A. Ph. A.^ 1902, 50, 336) worked out better con- 
ditions for the destruction of brucine with nitric acid, under which, 
while the brucine was completely destroyed, the strychnine was 
scarcely, if at all, affected. He dissolved the alkaloidal residue in 
15 c.c. of sulphuric acid, treated the solution with 3 c.c. of a mixture 
of nitric acid (sp. gr. 1.42) and water for to minutes. Unfortunately, 
when his method was adopted for the United States Pharmacopccia, 
Eighth Revision, the strength of the nitric acid was changed to that 
corresponding to a sp.gr. of 1.40. Webster and Pursel {Am. J. 
Pharm., 1907, 79, i) and others have pointed out the fact that this 
official mctliod does not always insure the complete destruction of the 
brucine, thus leading to apparently too high results. They recommend 
the addition, after the use of the mixture of nitric acid of sp. gr. 1.40 
and water, of i c.c. of a 5% solution of sodium nitrite, and increas- 
ing the time of standing, from 10 minutes to 38 minutes. The 
reviser has found, however, that if nitric acid of 1.42 sp. gr. be employed, 
accurate results will he obtained. If nitric acid of sp. gr. 1.42, which 
is somewhat stronger tlian the usual nitric acid of commerce, is not 
readily obtainable, i c.c. of a .solution of sodium nitrite will insure 
the complete destruction of the brucine, and if the latter solution be 
freshly prepared each time, it is not necessary to increase the time 
beyond the prescribed 10 minutes. 

Preparations of Nux Vomica. 

The following table gives the official nux yomica preparations of 
the British, United States, German and French Pharmacopccias. 
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Pharmacopoeia | 

Preparation 

Stand.ird 


Extract ' 

5% strychnine. 

British, 1898 

Liquid extract | 

i.S prm strychnine in loo c.c. (About 4/5 
gram per fluid dram ) 


Tincture | 

0.35 grm. strychnine in 100 c c. (Aljout 1/8 
grain per fluid dram ) 


Extract j 

S% Strychnine. 

United States, 8th 
Rev. 

Fluidextract ‘ 

I grm. st^chnine in 100 cc (About 3/5 
grain per fluid dram ) 


Tincture . . 

1 

0 r grm. strychnine in 100 c c. (About 3/50 
grain per fluid dram ) 


! Extract 

i Not less than 16% total alkaloids. 

German, sth . . . 

i Tincture 

Not less than 0 35% total alkaloids 


Extract 

' 16^0 total alk.aloids 

Frcnclii 1908. • ♦ • • • 

Powder 

' 2 5% tot.il alk.iloids 


Tincture. 

I 0 ss'Jt' total alkaloids. 


The lack of international uniformity in the strength of so potent 
preparations as those of nux vomica is to be deplored, owing to the 
danger involved of giving an over-dose. I'hus the extracts of (jreat 
Britain and the United States are about 2/3 as strong as those 
of Germany and France, whereas the British tincture is twice as strong 
as those of the latter countries, and 21/2 times as strong as that of the 


United States. 

The official method of assay of the British Pharmacopeia for the 
liquid extract is the ferrocyanide method of Dunstan and Short, and is 
essentially as follows: 

10 c.c. arc evaporated to a thick syrup on the water-bath, dissolved 
in 20 c.c. of water, transferred to a separator, mixed with a solution of 
5 grm. sodium carbonate in 25 c.c. water, and agitated with 10 c.c. 
chloroform. The extraction with chloroform is twice repeated, after 
which the united chloroform extractions arc shaken out 3 times with 
about 10 c.c. of 25% sulphuric acid. The united acid solutions are 
diluted to 175 C.C., 25 c.c. of 5% elution of potassium ferrocyanide 
are added, the mixture shaken well for 1/2 hour and set aside for 6 
hours. The precipitated strychnine ferrocyanide is now transferred 
to a filter and washed with much diluted (1/3%) sulphuric acid until 
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The precipitate is transferred to a separator, 5 c.c. of 10% ammonia 
added, and then, after shaking well, the liberated strychnine is 
extracted with 2 successive portions of chloroform of 15 c.c. each. 
The united chloroformic solutions are evaporated in a current of 
warm air, dried for i hour on the water-bath, and finally weighed. 

The extract of nux vomica, British Pharmacopoeia^ is prepared from 
the standardised liquid extract, and the tincture from the extract. 
In the United States, the nitric acid method of destroying the brucine 
is employed in the assay of the extract, fluidextract, and tincture; the 
latter is prepared, however, from the extract. 


Alkaloids of Curare. 

Curare is an exceedingly poisonous extract made from the bark of 
various species of Stryclmos, and used as an arrow poison by tribes of 
Indians in tropical South America. It is also known variously under 
the names woorara or woorari. wourali, ourari, and urari. The drug 
varies greatly^ owing to the fact that different tribes prepare it from 
different species, not only of Strychnos, but of other plants. The 
extract of the bark of Strychnos toxi/era is probably the most important 
ingredient of curare, although the barks of 5 . Castelnccay S, Gublerif 
and S, Crevauxii have also been known to be used. 

Curare formerly occurred as a thick syrupy extract, but as now 
occurring in commerce, it forms a browm or black brittle amorphous 
mass, resembling catechu in appearance, having no odour but an 
intensely bitter taste. It is intensely poisonous and should be handled 
cautiously, care being taken to avoid bringing it in contact with a cut 
or scratch, as its poisonous properties are manifested particularly 
when introduced directly into the blood -stream. By mouth it is much 
less poisonous, owing to its rapid excretion and the destructive action 
of the gastric juice. 

Curare exercises both a paralysing and tetanising action, but it 
appears to owe its chief poisonous properties to its action on the nerves 
of motion, which it paralyses, so that an animal under its influence 
dies of suffocation from paralysis of the muscles of the chest. Hence 
its physiological effects closely resemble those produced by methyl- 
strychnine. According to J. Tillie, when the difficulties besetting the 

* Some tribes also mix with the vegetable extracts certain poisonous animal products, 
such as different vaneties of poisonous ants and the fangs of certain snakes. 
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examination of the action of curare on the spinal cord are avoided^ 
curare produces tetanus just like strychnine. 

Curare aone'^-s not to act as a poison when taken into the stomach, 
but when employed as a hypodermic injection 0.015 grain has been 
found fatal to a rabbit, and 0.004 grain to a frog. If, after administra- 
tion of curare, life be maintained by artificial respiration, symptoms 
of diabetes mellitus are observed, and the urine is found to contain sugar. 

Curare is used in medicine in the form of a hypodermic injection 
for the treatment of hydrophobia, tetanus, and strychnine poisoning. 
Its use should be attended by great caution because of the danger of 
inducing paralysis of the motor nerve-endings which control respiration. 

Commercial curare varies much in physical properties as well as in 
strength, according to the source. The 3 principal varieties are known 
by the containers into which they are probably poured, in the form of 
soft extracts, by the natives, and allowed to harden. These are bam- 
boo or tubo-curare, occurring in bamboo stems; gourd or calabassen- 
curare, in gourds; and pot or topf-curarc, in small, crude, unbaked, 
earthenware pots. Usually, from 70 to 90% is soluble in warm water, 
although the water-soluble content is sometimes much reduced by the 
presence of inorganic constituents such as calcium carbonate and 
phosphate. A somewhat smaller proportion is dissolved by dilute 
alcohol, while ether and chloroform exert but slight solvent action on it. 
The solutions vary in reaction, being sometimes neutral, sometimes 
slightly alkaline, and sometimes strongly acid. 

I. Bamboo Curare. — The variety which to-day is the one most 
commonly found in commerce is the bamboo or tubo-curare which 
comes from Brazil. Bamboo curare is about 85% soluble in water 
and contains 2 well defined active principles, the intensely poi.sonous 
alkaloid curarine, or more properly tubocurarine, and the less poisonous 
alkaloid curine. 

Curine, CigHj^NOg, may be obtained from the aqueous solution 
or extract of tubocurare by precipitation with slight excess of ammonia, 
and purifying the impure precipitate by successively treating it with 
ether, benzene, and mothyl alcohol. The solution in ether leaves on 
evaporation a yellowish residue, which, on boiling with benzene and 
setting aside in a cool place, deposits crystals of curine containing ben- 
zene, in the form of thick rhombic plates. On recrystallising from 
hot methyl alcohol, pure curine is obtained in the form of colourless 
crystals, m. p. 212®. Tubocurare yields from 11 to 14% or curine. 



476 STRYCHNOS ALKALOIDS. 

Curine is insoluble in water, but is soluble in chloroform and in 
solutions of the alkali hydroxides. Solutions of curine in weak acids 
are kevogyrate, and differ from strychnine and from tubocurarine in 
having a sweetish taste instead of an intensely bitter one. Curine 
solutions give a voluminous white precipitate with metaphosphoric 
aicd. With concentrated sulphuric acid, pure curine produces no 
colour; when the solution is treated with potassium dichromate, a 
blackish colouration results. 

Curine, unlike curarine, does not act on the motor nerves and is 
much less poisonous, but when injected hypodermically acts as a 
paralysant on the heart. 

Tubocurarine, C10H22O4N.OH, is obtained from the solution 
from which the curine has been precipitated, by treating the concen- 
trated liquid with alcoholic solution of mercuric chloride, suspending 
the resulting yellow precipitate in alcohol, decomposing it by means of 
hydrogen sulphide gas, and precipitating the hydrochloric acid salt 
from the filtrate by means of ether. Tubocurarine hydrochloride 
forms an amorphous yellowish- red powder, soluble in water and alcohol 
to an acid reacting, intensely bitter and poisonous solution. This 
salt is the commercial so-called “Curarine” on the market to-day. 
The free base occurs as a reddish-brown syrupy liquid and is easily 
decomposed. It reacts much like curine, but differs from the latter 
in producing a yellowish instead of a white precipitate with meta- 
phosphoric acid. 

II. Gourd or calabassen-curare was formerly the principal variety 
on the market but has to-day practically disappeared from commerce. 
Gourd curare came from Venezuela and was probably prepared 
chiefly from StrycJinos toxifera. It was soluble to a slighter extent in 
water than the bamboo curare, and contained as its principal active 
constituent the extremely poisonous curarine, differing somewhat from 
the tubocurarine of bamboo curare. 

Curarine, CiyHjsONj.OH, is obtained from the aqueous extract 
of gourd curare in much the same manner as tubocurarine is prepared 
from tubo-curare — platinic chloride being usdti, however, instead of 
mercuric chloride. Curarine hydrochloride forms an amorphous 
reddish mass, soluble in water and alcohol, but insoluble in ether and 
chloroform. It is intensely bitter and much more poisonous than 
tubocurarine. 

Curarine differs from curine and tubocurarine as well as from strych- 
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nine, in dissolving in concentrated sulphuric acid directly with the 
formation of a bluish-violet colour. Curarine further differs from 
strychnine in that it forms only an amorphous chromate, which remains 
so even after dissolving in boiling water and re-depositing on cooling. 
If the precipitate of curarine be kept for some time it decomposes, but 
if treated without delay with concentrated sulphuric acid it develops 
a magnificent blue colour, which is often violet in the presence of 
impurities. The reaction simulates that obtained in a similar manner 
with strychnine, but curarine can be separated from strychnine by 
rendering the cold solution alkaline with ammonia, and then filtering. 
Strychnine will be found in the precipitate, while the curarine will 
remain in the liquid, owing to its solubility in water. The filtrate may 
be agitated with chloroform or benzene to remove any trace of strych- 
nine, the aqueous liquid concentrated and the curarine converted into 
chromate and tested further, as already descril^ed. 

III. Pot curare, which is prepared from Strychnos Castelmra on 
the upper Amazon, varies grcalty in composition and activity. It con- 
tains, besides curine, the alkaloids protocurine, protocuridine, and 
protocurarine, only the last mentioned of which is important, l)eing 
even more poisonous titan curarine. Its formula is C,oH.2402NOn, 
and, although it gives a brown colour with concentrated sulphuric 
acid which is changed to violet by potassium dichromate, it may 
be distinguished from strychnine by its failure to form characteristic 
crystals or crystalline salts. 
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By OLIVER CHICK. 

Cinchona Barks. French, Ecorces de Quinquina. German, China- 
rind en. 

The bark of various species of Cinchona, which, with about 30 other 
allied genera, constitute the tribe Cinchonecc (order, Ruhiacece), have 
been long known for their antifebrile properties. These properties 
are chiefly due to the extraordinary number of closely analogous 
alkaloids contained therein, which exist chiefly, though not wholly, 
in the bark of the trees, and which are absent from all the allied genera, 
except certain species of Remijia. 

Nearly 40 species of cinchona have been described, many of which 
can only be discriminated with great difliculty. The cinchonas form 
a very intricate genus, one series running into another through a series 
of intermediate forms, the number of whicli is limited to some extent 
in their native country by the fact that particular species are practically 
confined to certain districts and elevations. 

Only some 7 distinct species of cinchona yield bark of any practical 
importance. These are: 

a. Pale or crown bark, }dclded by Cinchona officinalis (Peru) and 
allied species. It occurs in quills, witli a rough, blackish- brown or 
dark grey surface. It should contain about 5% of alkaloids, of which 
3.5% is quinine. 

b. Yellow or calisaya bark, with its variety Calisaya Ledgeriana, 
is the richest of all the cinchona barks. It now usually occurs in firm, 
hard quills, which bear well-marked longitudinal and transverse 
cracks. It was formerly met with in flattened pieces known as “ flat 
yellow bark.” . 

c. Red bark, from C. rubra and C. succirubra, is distinguished 
by the red colour of the sap and mature bark. It is extensively culti- 
vated in India, and is remarkable for the large proportion of cinchon- 
idine contained in it. (For analyses, see page 485 et seq. 
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d. Pitayo bark, from C. Pitayensisy is imported in short, brown- 
ish, curly pieces, rich in quinine and quinidine. 

e. Columbian and Carthagena barks, from C. lucumifolia and 
lanci/olidy are imported in soft quills or broken pieces of very variable 
quality. The best qualities contain 2% to 3% of quinine, the inferior 
qualities contain about 2% of alkaloids, of which very little is quinine. 

/. Ledger bark, from Cinchona Ledgeriana, is the richest in 
quinine of all cinchona barks, and is of the greatest commercial 
importance. 

g. Cuprea bark, yielded by Remijia pedunculata, is not a true 
cinchona bark, and is the only known species of any other genus which 
yields quinine, though the allied alkaloid cinchonamine (page 547) 
has been found in R. Purdieana. Cuprea bark is peculiar in contain- 
ing the interesting alkaloid cupreine' (page 548). 

A concise description of the chief kinds of cinchona bark, with their 
distinguishing characteristics, has been published by W. Elborne 
(Pharm. 1883 [///], 14, 653). 

The British Pharrnacopwia of 1898 gives the following as the char- 
acters of oflicial (red) cinchona bark, from Cinchona succirubra: 

“In quills, or more or less incurved pieces coated with the periderm, 
and varying in length from 2 inches to a foot (5 to 30 cm.) or more, the 
bark itself from about one-tenth to a quarter of an inch (2.5 to 6 mm.) 
thick, or rarely more; outer surface brownish or reddish-brown in 
colour, more or less rough from longitudinal ridges which are most 
apparent in a branch bark, with numerous warts often running into 
lines in the larger pieces; in some varieties marked with numerous 
transverse cracks which have not thickened edges; inner surface brick- 
red or deep reddish-brown, irregularly and coarsely striated; fracture 
shortly fibrous in the smaller, and finely fibrous in the larger, pieces; 
powder brownish or reddish-brown; no marked odour; taste bitter 
and somewhat astringent.’’ 

The characters which conventionally determine the market-value of 
“druggists’ quills” arc often very fallacious, and have no relation to 
the real quality of the bark. A silvery coating on the epidermis of 
the bark is one of the points to wliich a factitious importance is attached, 

1 Ponmerly, the cinchona trees were invariably cut down and the bark stripped off and 
dried in the sun or on hurdles over a fire. A greatly improved plan is to make longitudinal 
incisions in the bark of the growing tree, remove ab«)ut half the bark, leaving the remainder 
intact, and cover the stem with moss Fresh bark is then formed very rapidly, and this 
renewed bark not only contains a larger percentage of total alkaloids than the origixial, but 
the alkaloids contain a very much larger proportion of quinine. 
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and renewed bark, though richer in alkaloid than natural, does not 
sell readily for druggists’ purposes owing to the absence of the above 
characters, though it is readily bought by quinine manufacturers. 

A specimen supposed to be one of cinchona bark can be readily 
identified as such by heating a small quantity in a test-tube, when a 
carmine-red or purple tar will be produced if the sample contain any 
of the cinchona alkaloids. Some kinds of cinchona bark are occasion- 
ally wholly destitute of alkaloids, and such do not give this indication, 
as it is produced only when a cinchona base is heated with woody fibre. 

Composition of Cinchona Barks. 

Cinchona barks contain, in addition to woody fibre, starch, gum, 
and mineral matters: the characteristic alkaloids; quinovin, and 
cinchona-red; cinchotannic, quinovic, quinic and oxalic acids; colour- 
ing-matters; wax, fat, and traces of volatile oil.^ 

Water extracts only a portion of the alkaloidal constituents of 
cinchona bark, and a hot infusion becomes turbid on cooling from 
the separation of sparingly soluble cinchotannates of the alkaloids. 
The solution obtained by treating cinchona bark with acidified water 
gives a white precipitate with tannin, a whitish precipitate with 
alkali hydroxides and a yellow crystalline precipitate with platinic 
• hloride. Either of these precipitates yields the characteristic odour 
of quinoline when subjected to dry distillation. 

The ash of cinchona barks from South American sources was 
found by Carles to contain a sensible amount of copper^ but this metal 
was not detected by D. Hooper in the bark from trees cultivated in 
India {Pliarm. /., 1886 [Hi], 17, 545 )» though in other respects the 
general results are in agreement. The average total ash from upward 
of 300 specimens of Indian bark was found by Hooper to exceed 3%. 
Renewed and old natural barks contain less, but the proportion never 
falls below 2%. Yoimg and branch barks give as much as 4% of ash, 
and the leaves from 5 to 6%. From 24 to 27% of the ash is soluble 
in water, and an additional 67 to ^0% in acid, leaving 5 to 6% of 
silica insoluble. * 

The British Pharmaceutical Codex states that red cinchona bark 

should not yield more than 5% of ash on incineration.” 

* A full list of the constituents of cinchona barks has been given by E. L4ger in ** L«s 

Alcaloidss d 4 s Qutfujutnas, 1896. pp. 7-9- 
VOL. VI.— 31 
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Quinovin, or chinovin, is an indifferent substance analogous to the 
glucosides which appears to be a constant constituent of the cinchonas, 
but in a proportion seldom exceeding 2%. It is dissolved on treating 
the bark with weak sodium hydroxide, and on adding hydrochloric 
acid to the solution is precipitated in admixture with quinovic acid and 
cinchona-red. Treatment with milk of lime dissolves the quinovin 
and quinovic acid, which are reprecipitated by an acid and separated 
by treatment with chloroform, which dissolves the quinovin only. 

By boiling with dilute sulphuric acid for some time quinovin under- 
goes complete decomposition into quinovic acid and quinovose, a 
sugar isomeric with rhamnose. Two modifications of quinovin exist, 
a-quinovin and / 9 -quinovin. They have been studied by Liebermann 
and Giesel {Ber., 1883, 16, 926; Pharm. 1883 [Hi], 14, 987). 

Quinovic acid, is constantly present in cinchona barks 

in small proportion, and forms a snow-white powder of tasteless 
needles or scales, quite insoluble in water, ether, or chloroform, and 
only very sparingly soluble in boiling alcohol or glacial acetic acid. 
It is best dissolved by adding ammonia to the alcohol, and may be 
reprecipitated by acetic acid. Quinovic acid decomposes carbonates, 
and is soluble in ammonia and solutions of the alkali hydroxides and 
earths, the solutions frothing like soap. The ammonium and calcium 
sdlts crystallise from alcohol in needles; the former salt losing its 
ammonia by exposure to air, or on boiling its solution. On adding an 
acid to an alkaline solution of quinovic acid, a hydrate of quinovic 
acid is thrown down as a very voluminous jelly, the whole contents 
of the vessel solidifying. In this form quinovic acid is very soluble in 
ether and alcohol. From the solution, the insoluble form of the acid 
separates in needles on standing. Quinovic acid gives with copper 
sulphate first a green colour and then a precipitate, and the latter, 
when washed, has a bitter metallic taste. When heated to about 300°, 
quinovic acid yields pyroquinovic acid, carbon dioxide, and secondary 
products. 

Cinchotannin or cinchotannic acid, is a glucoside 

which is an important constituent of cinchona barks, in which it exists 
in the proportion of 3 to 4%. It is precipitkted as a lead salt by the 
addition of lead acetate to a decoction of bark previously treated with 
magnesia to separate colouring-matter. The yellow precipitate when 
decomposed by hydrogen sulphide gives a solution of cinchotannic 
acid. It is a yellow, amorphous, very hygroscopic substance, very 
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soluble in water, alcohol, and ether; gives a green colour with ferric 
chloride; is precipitated by starch, albumin, gelatin, and tartar-emetic; 
is hydrolysed by dilute acids into glucose and cinchona-red; gives 
protocatechuic and acetic acids on fusion with potassium hydroxide; 
yields pyrocatcchol on dry distillation; and is readily decomposed in 
presence of excess of alkalies, with formation of cinchona-red. The 
cinchotannates of the alkaloids existing naturally in cinchona bark 
are difficultly soluble in water, but dissolve readily in acidified water— 
probably with decomposition. 

Cinchona-red or cinchofulvic acid, C,2H,4^7» natural 

colouring-matter of red cinchona barks in which it is present sometimes 
to the extent of and from which it is extracted by treatment with 

alkalies. It is insoluble in water or ether, but sparingly soluble m 
alcohol. It is reprecipitated from its alkaline solution by hydrochloric 
acid. The solution also yields a red precipitate with barium chloiide. 
It yields protocatechuic acid, on fusion witli potassium 

hydroxide. Tschirch {Woch. /. Clicm. u. Pharm., 1905, 43, 125 ) 
suggests that cinchona-red is formed by tlie action of an enzyme on a 


glucotannoid. 

Quinic acid, or kinic acid, C,II„0., occurs in cinchona bark to 
the extent of s to 8'^ It is prepared from tlic bark t.y boiling a 
quantity of the lincly powdered material with dilute sulphuric acid. 
The liquid is filtered while hot. an.l to the filtrate freshly precipitated 
lead oxide is gradually addeil, until the liquid becomes neutral, and 
exhibits no longer a red Imt a pale yellow colour. If loo little oxide 
be added, colouring matter remains in solution; if too much, basic 
lead quinate is thrown down. The filtrate is freed from lead by 
hydrogen sulphide, and filtered; calcium hydroxide is then added to 
precipitate the alkaloids, wliich arc filtered off, Uie quinic acid in the 
filtrate being precipitated with basic lead acetate. The washed pre- 
cipitate is suspended in water, and decomposed by hydrogen sulphide. 
The filtered liquid is evaporated to a syrup, which yields on coolmg a 
crystalline mass of quinic acid. It crystallises in monoclinic pnsms, 
m p i6i 6° It has a strong and purely acid taste, and is soluble in 
a S parts of water, 35 pa^ts of alcohol, and is almost insoluble in eUier. 
Its solutions are Isevorotatory. On dry disUllation it yields qumol 
phenol, benzene, benzoic acid, and salicyl-aldehyde. When distilled 
with manganese dioxide and sulphuric acid, or when its salts are 
heated, quinone, C.H,0„ is obtained, which deposits m deep yellow 
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prisms on the cooler part of the apparatus. This reaction was pro- 
posed by Stenhouse as a test for true cinchona bark, but some false 
barks have been found to give the test. 

The alkaloids are the most important constituents of cinchona 
barks, in which they exist in the form of cinchotannates and quinates. 

The proportions of total alkaloids, as also the percentage of quinine, 
are extremely variable (see Pharm. 1883 [Hi], 14, 444, 445, 458, 
797, 810; 1884 [in], 15, 41 1, 453, 480), and chemical analysis is the 
only means of forming an opinion as to the richness of a specimen of 
bark. The highest yield of total alkaloid known is about 15%, and 
even at the present time barks containing less than 2% of total alka- 
loid come into the market. In eighty specimens of Calisaya Ledgeriana, 
from Java, Moens in 1879 found from 12.50 to 1.09% of total alkaloids, 
the quinine ranging from 1 1.6 to 0.8%. In the early days of cinchona 
cultivation 5% of total alkaloids was considered very high, but at the 
present time 10% of alkaloids is frequently found (D. Howard, J. 
Soc. Chem. Ind., 1906, 25, 97-99). In the same species of cinchona, 
the natural bark, mossed bark, and renewed bark contain very different 
percentages of quinine, the last being usually the richest; besides which 
the external conditions under which the trees are grown largely affect 
the relative and absolute proportions of the alkaloids in the bark. 

Quinine and cinchonine are the cinchona alkaloids of the most 
frequent occurrence. Cinchonidine is hardly less common, and it 
occurs very largely in Indian-red bark. Quinidine is not very frequent, 
and is never present in large amount. 

D. Howard has given analyses of barks from cultivated cinchona 
trees grown near Bagota, United States of Columbia (New Granada), 
and their characters have been described by E. M. Holmes {Pharm. 
J., 1891 [Hi], 22, 875). 

Analyses of a number of cinchona barks from Madras have been 
published by B. H. Paul {Pharm. J., 1883 [Hi], 14, 666). D. Hooper 
gives the following as the percentage proportions of alkaloids in 
barks from trees grown on the plantations of the Madras Government: 
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Source of bark 

Qui- 


Cin- 

chom- 

diiie 



Amor 

Total 

alka- 

loids 

- 


nine 

sul- 

Qiii- 

nine 

Qmni- 

dme 

Cincho- 

nine 

phuus 
all a- 

Species 

Descriptu'ii 

phatc 




Kiids 

C succirubra 

Natural . 

2 S 7 

1 «ji 

I 14 


? \ I 

0 HH 

n ot 

C succirubra. 

Muhitd . . 

a 

I 09 

I 6.S 


J 0, 

0 9 ■> 

n 34 

C succirubra 

Renewed 

i 47 

I 8i 

1 2S 


1 4 '< 

0 71 

s 28 

(' succirubra . . 

Branch. . . 

I Ss 

1.3H 

1 S') 


2 aH 

I 1 f) 

n 41 

C succirubra . 

Root . . . 

I no 

1 3.\ 

I 43 

0 41 

0 77 


S 12 

C. succirubra. . . . 

Renewed 

3-09 

2.30 

2 06 

1 1 6 

1.4s 

6.97 


(shavings) 







C. robusta^ 

Natural. 

1. 9a 

I 43 

1 s8 


2 oS 

0 .31 

s 40 

C. robusLa. . . 

M ossed . . 

2 58 

1 <» a 

0 77 


3 16 

0 IS 

n 20 

C. robusta . . . 

Renewed . 

5 92 

4 40 

0 S I 


3 SI 

1 ns 

9 10 

C. robusta. . . 

Branch . . 

a ao 

I 64 

I 1 7 


271 

0 so 

n 02 

C. micrantlui. 

Natural .. 



I 03 



0.40 

3.33 

C. micrantha. . . 

Renewed 

Trace 

T race 

1 1 a 


2 45 

I oa 

4 34 

C. micrantha. 

Branch . 



I 60 



0 45 

a os 

C Cahsaya 

Natural. . . 

1 6a 

1.31 j 

2 1 3 


' 2 3a 

0.29 

5 OS 

C. Calisaya... . 

Branch. . 

0 79 

0 S 9 

I 9 3 


! 0 73 i 

0 48 

.3 7 3 

C Anglicab.. 

Natural.. 

I 09 

0 Hi 

I 4 9 

0 39 

' 0.88 1 

0 44 

3 9 1 

C. Anglica . 

Branch . 

Tr.ice 

, Tiace 

3 04 

0 as 

. . 1 

0 36 

2 6s 

C, Lcagcriana 

Natural.. 

7 t8 

S 19 

1 0 Ha 


I 33 j 

0.88 

8 S2 

C Ledgcnana 

Branch. . 

2 97 

a a 1 

I 07 


0 49 1 

0 50 

4.37 

C. Javamca. . . 

Natural. . 



a 64 

I 32 


0 48 

4-44 

C Javamca . . 

Branch. . . 



1 49 

I 4 3 


0 45 

.3.37 

C. officinalis . . 

Natural. . 

: 3 72 

! 2 77 

0 39 

0 16 

' » 57 

0 50 

5 39 

C. officinalis . 

Mossed. . 

1 4 .S 7 

3 40 

04s 

0 to 

, I 50 

0 63 

6.17 

C. officinalis . 

Renewed 

5 66 

4 ai 

' 0 6s 

0 23 

' 0 85 

0.70 

6 63 

C. paludiana 

C. paludiana 

Natural 

Renewed 


0 0 

c 

0 . 39 
* 0.28 



0.43 

0 87 

0.96 
8. 85 

j o!68 


' 0 . 1 0 j 

' 1.19 

C Pitayensis . . 

Natural. 

1 3.14 

3.34 

i I .93 

I 10 

, 0 S6 

! 0.39 

6 32 

C. Pitayensis . . 

, Mossed 

5 12 

3 81 

' 1 91 

; 064 

i 0 95 : 

0.37 

7.67 

C. Pitayensis . . 

Renewed 

3 36 

2 so 

3 33 

' 0 78 

Trace 

' 0 S 2 

1 OSS 

6 68 

C. Humboltiana. 

Natural . 

i 3 • 0 « 

a 3\ 

0 49 

1 SS 

[ 0 90 

5 t8 

C. Humbolti.ina 

Renewed 

I 73 

1 aH 

0 43 


0 O4 

, ‘ 

3.4a 


Hooper {Year-book Pharm., 18S8, pages 430-438) gives the following 
as the average centesimal composition of the alkaloids from numerous 
species of the above barks: 



K.d b,ii..s-* 

< roivn bark-b 

Hybrid barks 

Quinine . . 

33 2 

55 9 

41.2 

Cinchonidine . . 

36 1 

26 7 

40.9 

Quinidinc 


I 5 

i ° 

Cinchonine 

30 9 

8 0 

9.7 

Amorphous alkaloids 

10 8 

7 9 

1 7 7 

Total 

lOO 0 

100 0 

mo 0 


• Cinchona robusta is a hybrid or cross between C. succirubra and C. ofhcinalis, and C. 
Afiflica between C. succirubra and C. Calisaya (W. T. Thisclton Dyer, Pharm, J 1884 

[mj, 15. 481) 

* The mixed total alkaloids of red bark have been intro<iuced into commerce under the 
name of “Quinetum.” This preparation 11 completely soluble in warm, stronR alcohol; 
3.1 grm. dissolved in 10 c c. of normal hydrochlonc acid should give a clear solution, which, 
on addition of a grm. of Rochelle salt, must yield a precipitate equal in weight, after drying, 
to at Itast 6s% of the quinetum taken. (From the Unofficial Formulary of the Dutch 
Society for the Advancement of Pharmacy, Pharm. J , 1881 («*], I 3 » 66a.) > Quinetum 
sulphate” occurs in commerce in a perfectly crystallisro form. 
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Assay of Cinchona Barks. 

The complete assay of the various species of cinchona bark, with 
the view of ascertaining the proportion of the different alkaloids 
contained in them, is a process at once important and difficult. A 
great many methods have been proposed which in practised hands 
yield good results, Imt it is most difficult to give such a description that 
a chemist can get accurate results without much practise. Again, a 
process which is suitable when quinine is the chief alkaloid present 
becomes difficult of application when the cinchonidine is in excess. 

In choosing a process of assaying cinchona bark, due consideration 
should be given to the kind of information required. Thus, a pharma- 
cist desiring to know the alkaloidal .strength of his bark will require a 
less accurate and elaborate process than a manufacturer buying bark 
for the extraction of quinine. Again, in some cases it is sufficient to 
e.stimate the percentage of total alkaloids, while in others it is very 
important to ascertain the proportion of crystallised sulphate of quinine 
which the bark is capable of yielding. On this account, it is desirable 
to discuss the estimation of the total alkaloids and of the actual quinine 
separately. 

a., The British Pharmacopivia of 1898 prescribes the following 
standard of quality and method of assaying^ red cinchona bark: 

“Test. — When used for purposes other than that of obtaining the 
alkaloids or their salts, it should yield between 5 and 6% of total 
alkaloids, of which not less than half shall consist of quinine and cin- 
chonidine," as estimated by the following methods: 

‘‘Mix 20 grm. of red cinchona bark, in No. 60 powder, with 6 grm. 
of calcium hydroxide; slightly moisten the powder with 20 c.c. of water, 
mix the whole intimately in a small porcelain dish or mortar, allow the 
mixture to stand for an hour or two, when it will present the characters 
of a moist, dark brown powder, in which there should be no lumps or 
visible white particles. Transfer this powder to a suitable flask fitted 
with a small reflux condenser, add 130 c.c. of benzolated amyl 


* Based on a method devised by E R Squibb {Ephemtris*i, to6). 

• This is not a very exacting requirement. Uniortunately no indication is given of the 
proportion of actual quinine which should be present. The editors {Brxtxsh Pharmacopaui) 
omit to recognise red bark in shavings, the most common form m which it is met with in 
commerce, and notwithstanding that the shavings are often much superior, as regards the 
amount of quinine, to other forms This together with the established prejudice as to the 
appearance erf quUls tends to favour the use of natural rather than the richer renewed bark, 
tne general effect is to promote the use of the least valuable kinds of bark for pharmaceutical 
puiT^es. In the present Ph^macopena definition, the quinine standard of cinchona bark 

j below that of the 1867 edition, and only corresponds to a content of about 

xyo 01 qulmne. 
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alcohol/ boil them together for about half an hour, decant the liquid 
on to a filter, leaving the powder in the llask; add more of ])cnzolatcd 
amyl alcohol to the powder, and boil and decant as before; repeat 
this operation a third time, then turn the contents of the ilask on to the 
filter, and wash by percolation with more of the l^cnzolatcd amyl 
alcohol until the bark is exliausted. Introduce the collected filtrate 
while still warm into a stoppered glass separator, add to it 2 c.c. of 
diluted hydrochloric acid, mixed with 12 c.c. of water; shake them 
well together, and when the acid liquid has separated this may be 
drawn off, and the process repeated with distilled water slightly 
acidified with hydrochloric acid, until the whole of the alkaloids have 
been removed. The liquid should then while warm be carefully 
and exactly neutralised with solution of ammonia, and concentrated 
to the bulk of 16 c.c. If now about 1.5 grm. of sodium potassium 
tartrate, dissolved in twice its weight of water, be added to the solution, 
and the mixture stirred with a glass rod, insoluble tartrates of quinine 
and cinchonidine will separate completely in about an hour, and these 
collected on a filter, washed, and dried in a water-oven, will contain 
0.8 of their weight of the alkaloids, quinine and cinchonidine, which, 
multiplied by 5, gives the weight of those alkaloids present in 100 grm. 
of the bark. To the mother-liquor from the preceding process add 
solution of ammonia in slight excess. Collect, wash, and dry the 
precipitate,^ wliich will contain the other alkaloids. Th^,iwcight of 
this precipitate, multiplied by 5, and added to the pere^tage weight 
of the quinine and cinchonidine, gives the pefeentage of total 
alkaloids.^^ 

b. The following method of estimating the total alkaloids, and 
ether-soluble alkaloids, of cinchona bark is that of the United Slates 
Pharmacopceia of 1900, and with slight modifications is that of the 
German Pharmacopceia of 1900, and the Japanese Pharmacopceia of 
1907. The estimation is carried out on 15 grm. of bark in No. 80 
powder dried at 100°. 

“Introduce the cinchona into an Erlenmeyer flask or bottle of about 
200 c.c. capacity, and adjd a mixture of 125 c.c. of ether and 25 c.c. of 
chloroform; then insert the stopper securely, shake the flask vigorously, 
and allow it to stand for 10 minutes. Then add 10 c.c. of ammonia 
water, and allow it to stand for 5 hours, shaking at frequent intervals. 


* Prepared by mixing 3 volumes of benzene with i of amyl alcohol, 

• It would be better to extract the alkaloids with chloroform. 
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Next add 15 c.c. of distilled water, shake the flask vigorously, and 
allow it to stand for a few minutes, so as to cause the powder to settle 
readily. When the supernatant liquid is quite clear, decant into a 
measuring flask or cylinder exactly 100 c.c. of the supernatant liquid 
(representing 10 grm. of cinchona), transfer this to a separator and 
add 15 c.c. of normal sulphuric acid, or sufiicicnt to make the liquid 
distinctly acid. Shake the separator vigorously for i minute, and 
allow the 2 layers of liquid to separate completely. Draw off the 
lower aqueous layer into a flask Then add 5 c.c. of normal sulphuric 
acid and 5 c.c. of distilled water to the separator and shake it vigorously 
for about i minute, allow the liquids to separate as before, and again 
draw off the lower aqueous layer into the flask. Repeat the operation, 
using 5 c.c. of distilled water in the separator (without acid), drawing 
off the aqueous liquid into the flask. Filter the combined acid liquids 
into a measuring cylinder, and wash the filter and flask with enough 
distilled water to make the contents of the cylinder measure exactly 
50 c.c. Four half (25 c.c.) of the acid liquid into a separator marked 
No. I, and the remaining half (25 c.c.) into another separator marked 
No. 2, which set aside. 

“I. For Anhydrous Cinchona Alkaloids. — To separator No. i 
add 25 c.c. of a mixture of chloroform 3 vols. and ether i vol., also 5 c.c. 
of ammonia water, or suflicient to render the liquid alkaline. Insert 
the stoppor^^i^^ sjiake the separator carefully for i minute, and then 
draw off tl^jDi^r layer into a tared flask or beaker. Add 20 c.c. 
more of the ClUc^oform-cthcr mixture to the separator, insert the 
stopper, and shake the liquid carefully for i minute, again drawing 
off the lower layer into the tared flask. Repeat the operation with 
10 c.c. of chloroform, and draw' this off into the tared flask. Evaporate 
the chloroform-ether solutions in the tared flask or beaker slowly and 
carefully to dryne.ss on a w'ater-bath. Add 3 c.c. of ether to tlie dry 
residue, and again evaporate to dr^mess. Then place the flask or 
beaker in an air-bath and heat at 110° until the weight after cooling 
remains constant. This weight in grm. multiplied by 20 will give the 
percentage of anhydrous cinchona alkaloids* (total alkaloids) in the 
cinchona. 

“II. For Ether-soluble Alkaloids. — To separator No. 2, containing 
tlie other 25 c.c. of acid liquid, add 25 c.c. of ether and 5 c.c. of ammonia 
water, or sufficient to render the liquid alkaline. The temperature 
of the liquid should be kept below 20°, by cooling it, if necessary. 
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Shake the separator moderately for 2 minutes, and allow the liquid to 
stand for 10 minutes at 15°; after the liquids have separated, draw oil 
and reject the lower aqueous layer and transfer the ethereal liquid to 
a tared beaker. Add 5 c.c. more of ether to the separator, rinse care- 
fully and add the rinsings to the tared beaker. Evaporate tlic ether 
carefully by the aid of a water-bath, diy the beaker and contents in an 
air-bath at no® for 2 hours, cool, and weigh. This weight in grm. 
multiplied by 20 gives the percentage of the anhydrous ether-soluble 
alkaloids contained in the cinchona. Note. — Ether-soluble alkaloids 
include quinine, quinidine, and cinchonidinc.” 

Other methods for the estimation of tlic total alkaloids still in use 
by a few quinologists are the following: 

c. lEat proposed by J. E. De Vrij, and adopted as the ollicial method 
of the United States Pharmacopivia of 1887. It depends upon treat- 
ment of the powdered bark with quick-lime and water, the dried 
mixture being extracted with alcohol. The alcohol extract is acidified 
witlr sulphuric acid and the alcohol evaporated olT. The acid liquid 
is made alkaline with sodium hydroxide and extracted with chloroform. 

d. The method of Prollius {Arch. Pharm., 1881, 219, 85; 1882, 220, 
350), adopted by the German Pharmacopaia of 1882. The dry and 
powdered bark is extracted with a mixture of ether, alcohol and 
ammonia, from wliich extract the alkaloids arc washed out with dilute 
hydrochloric acid, precipitated with sodium hydroxide, and extracted 
with chloroform, 

e. The method of Hager, the accuracy of whTclf confirmed by 
O. Medin {Zeitsch. anal. Chem.y 1870, 8, 477; 1872, ii, 447). The 
dry powdered bark is boiled with potassium hydroxide solution (sp. gr. 
1.35), then dilute sulphuric acid (sp. gr. 1.115) is added, and the whole 
boiled again. The residue is then allowed to settle, an aliquot portion 
of the liquid filtered, and the alkaloids contained therein precipitated 
as picrates with a cold, saturated, aqueous solution of picric acid. 

A review of the various methods suggested for the estimation of 
quinine in barks, and in mixtures of cinchona alkaloids, has been given 
by Waldemar Hill, Arch. Pharm.y 1903, 241, 54-110. 

The following method is described by C. Zebei (Chetn. Zeit.^ 1891, 
I5> 735) for the commercial extraction of the bark: 

“The finely-powdered bark is ground to a thin paste with lime, sodium 
hydroxide, or sodium carbonate, and extracted with warm paraffin oil. 
On standing the oil separates, when it is run off and shaken with 
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sulphuric acid; this solution is boiled, and while boiling is neutralised 
with sodium carbonate and allowed to cool. Quinine sulphate crys- 
tallises out on cooling, while cinchonidine, cinchonine, and quinidine 
remain in solution as sulphates. The quinine sulphate is purified by 
recrystallisation after treatment witli animal charcoal. The mother- 
liquor containing the other allcaloids is treated with sodium hydroxide 
and extracted with weak alcohol. Of the 3 bases precipitated by the 
alkali, quinidine and cinchonidine are dissolved by the spirit, while 
cinchonine is left behind; the 2 former can then be separated by means 
of their neutral tartrates, that of quinidine being considerably the more 
soluble.” 

Chemically pure ([uinine is manufactured by preparing the acid 
sulphate, which after undergoing sufficient purification is reconverted 
into the neutral salt. 

Separation of Cinchona Bases. 

The separation of the alkaloids of cinchona and allied barks is an 
extremely complex operation, and as respects the rarer alkaloids outside 
the scope of this work. But the accurate separation even of the 
commoner alkaloids, such as is frequently required for commercial 
purposes, is very difficult, and its accurate performance presents 
special obstacles to an inexperienced analyst. In some cases it is 
sufficient to cstinmte the proportion of crystallisable quinine, but in 
other cases it i^%e^essary to estimate also the cinchonine, cinchonidine, 
and occasional!/ the quinidine, quinamine, and amorphous alkaloids. 
For the separation of quinine from the admixed alkaloids, ether is 
usually employed, but the separation effected by this solvent is not an 
absolute one, all the free cinchona bases being more or less soluble in 
ether, especially in the presence of quinine. The anhydrous sulphates 
of quinine and cinchonidine are almost insoluble in chloroform free 
from alcohol (see page 487), but in presence of sulphate of cinchonine 
or quinidine sensible quantities pass into solution. Crystallisation of 
the quinine sulphate from water affords a simple and fairly accurate 
mode of separation, which has the advantage of being similar to the 
process employed by the manufacturer, and hence is regarded by 
many as furnishing the best proof of the yield likely to be obtained in 
practice. The following method of separating the quinine in the form 
of sulphate is described by J. Muter (Analyst, 1880, 5, 223): Treat 
the total alkaloids, or the ether-residue from 20 grm. of bark, with 
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warm distilled water slightly acidified with dilute sulphuric acid, till 
the mixture is perceptibly acid. Add water to make 70 c.c. for each 
I grm. of alkaloids taken, and then heat and add very dilute sodium 
hydroxide with constant stirring till the liquid is exactly neutral, with 
a faint tendency to acidity. Digest the liquid at 85*^ for 5 minutes; 
then cool, and leave at 15° for i hour. Filter the liejuid through a 
small double filter (2 3/4 in. diam.), the 2 filters being previously 
trimmed to equal weight, and receive the filtrate in a graduated cylinder. 
Wash carefully with water at 15° till the filtrate and washings measure 
90 c.c. for each i grm. of the mixed alkaloids. The filter and contents 
are now completely dried at 100° and weighed, the second filter lieing 
used as a counterpoise. To the weight in grm. add .000817 grm. for 
each c.c. of filtrate and washings. The sum divided by 0.855 
the corresponding amount of crystallised sulphate, and this number 
multiplied by 5 gives the cry^stallised quinine sulphate obtainable 
from 100 grm. of dried bark. 

The quinine sulphate so obtained is apt to contain cinchonidine 
sulphate, and should be tested for this admixture as directed on page 
522. The remaining alkaloids may be recovered from the mother- 
liquors by concentrating the liquid somewhat, adding sodium hydrox- 
ide in excess, and agitating with chloroform. On evaporating the 
chloroform, the bases will be obtained in a solid state, and may be 
separated as described on page 493. 

The following scheme for the separation of the principal cinchona 
bases is founded on a method described by De Vrij (Pharfn. 1871 
[Hi], 2, 642). The process requires a considerable weight of alkaloids, 
and does not yield strictly accurate results. Traces of quinidine and 
cinchonidine arc dissolved by the ether, and are only recovered on 
treatment of the amorphous alkaloids with a limited quantity of ether 
as directed.^ 

In presence of much quinine the solubility of cinchonidine in ether 
is notably increased. 

The precipitation of the quinine as herepathite cannot be recom- 
mended, as the presense of cinchonidine, which is always obtained in 
notable quantity in the ethereal solution B, invalidates the result 
(Pharm. 1881 [Hi], 12, 441, 1016; 1885, 16, 205; 1886, 17, 654). 
Moreover, in practice it is found difficult to free the crystallised here- 

1 The solubility of the cinchona bases in ether at 15* b given by A. B. Prescott as being: 
for quinine, 1.25; quinidme, i jo; cinchonidine, i 188. and for cinchonine, 1.37*. The 
amorphous cinchona alkaloids are readily soluble in ether. 
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pathite from adhering iodine. To obviate this error, De Vrij proposed 
washing the crystals with a saturated solution of herepathite in 92% 
alcohol; but this introduces a new error of adhering herepathite solution. 
In precipitating quinine with an alcoholic solution of iodine, periodised 
iodosulphate of quinine is formed in part, and to avoid the error from 
this source De Vrij recommends the use as a precipitant the iodo- 
sulphatc of “quinoTdine,” in place of the alcoholic solution of iodine 
{PJiarm. J., 1875 6, 461; 1881 [/«], 12, 601). The use of the 

iodosulphate of quinoidine prevents any subsequent isolation of the 
amorphous alkaloids of the bark under examination. 

Instead of converting the quinine in the ethereal solution B into 
herepathite, David Howard {Watts' Diet. Chem., 2d ed., 2, i77)agitates 
the ethereal liquid with excess of dilute sulphuric acid, and, after 
heating to boiling, adds dilute ammonia till neutral to litmus, using no 
more water than is necessary. On cooling, the quinine crystallises out 
almost entirely as sulphate, which salt is iilmost insoluble in a cold 
solution containing ammonium sulphate. The crystals are filtered 
off, washed with a little cold water, pressed between blotting-paper, 
and dried at loo^ 84.8 parts of the anhydrous salt represent 100 
parts of the crystallised sulphate. The product should be tested for 
cinchonidine (page 519), which may be present in small quantity. 
The alkaloids existing in the mother-liquid from the quinine sulphate 
are then recovered by concentrating the li(|uid somewhat, adding 
sodium hydroxide in excess, and shaking with cliloroform. The bases 
arc extracted from the separated chloroform by dilute acetic acid, and 
the solution treated as in A. 

The mixed alkaloids of yellow cinchona bark consists chiefly of 
quinine, and hence the portion soluble in ether represents the most 
useful constituents of the bark. Pale and red barks, on the other hand, 
contain a considerable proportion of alkaloids insoluble or sparingly 
soluble in ether. Hence the use of chloroform in the general process 
for assaying cinchona barks (see page 488). 

In some cases, the alkaloids soluble in ether are contaminated to 
a considerable extent with colouring matter. In this event, the 
following is a good mAhod of obtaining colourless quinine sulphate: 
The ether-residue is dried thoroughly and weighed. It is then dis- 
solved in 30 c.c. of absolute alcohol, and N/io sulphuric add cautiously 
added from a burette, till the liquid is neutral or very faintly acid to 
litmus-paper. Each c.c. is equivalent to 0.0324 grm. of anhydrous 
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alkaloids. The liquid is next evaporated nearly to dryness, and a 
volume of N/io sulphuric acid added equal to that previously 
required for neutralisation. 30 c.c. of hot water are added, and 
the liquid boiled till complete solution results. Purified animal 
charcoal is next added, in quantity equal to the weight of the ether- 
residue, the liquid heated on the water-bath for 20 minutes, filtered, 
and the residue washed twice with boiling water acidified with sulphuric 
acid. The filtrate is brought to a concentration of 70 c.c. for each 
I grm. of ether-residue taken, and tlicn cautiously neutralised with 
sodium hydroxide while boiling. 

Instead of commencing the separation of the alkaloids by ether, 
Moens recommends that the neutral solution of the mixed alkaloids 
should be treated with excess of solution of potassium sodium tartrate 
(Rochelle salt), which throws dowm the quinine and cinchonidinc as 
tartrates. The same procedure is adopted in the British Pharmacoporia 
(see page 486). The precipitated tartrates are washed with a little 
cold w'ater, decomposed by excess of alkali, and the quinine and cin- 
chonidinc separated by ether; the quinine dissolved being cither directly 
weighed, or, preferably, converted into sulphate and tested for cin- 
chonidinc (page 519). The tartrate mother-liquor is then tested for 
cinchonine and quinidine as described on page 539. 

The following method for the separation of the cinchona bases 
insoluble, or nearly insoluble, in ether may be applied to the residue 
left on treatment of the mi.xed alkaloids with ether^ as in De Vrij’s 
process (page 492). It may also be applied directly to the mixed 
alkaloids extracted from a sample of bark, in which case it may be 
carried on simultaneously with Muter’s process for the production of 
crystallised quinine sulphate as described on page 493. 

d'his process, with experience, gives very good results, the sum of the 
separated alkaloids frequently amounting to 99% of the mixed bases 
operated on. It is well suited for the assay of Indian barks. The 
least satisfactory part of the process is the separation of the cinchonine 
from the amorphous bases by dilute spirit. The presence of much 
quinidine prevents the complete precipitation of the cinchonidinc and 
quinine as tartrates; while the precipitate wdlh potassium iodide, if 
tenacious or resinous instead of crystalline, contains cinchonine, with 
or without quinidine. By the moderate addition of alcohol the cincho- 
nine may be kept in solution, and the quinidine obtained in a crystal- 
line state. 
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Titration of Cinchona Alkaloids. 

Many chemists have investigated the estimation of cinchona alka- 
loids by titration with various standard solutions, using different 
indicators. The general conclusion arrived at is that, although a 
great saving of time may be effected by titration methods, they do not 
compare favourably for accuracy with methods depending on the weigh- 
ing of the alkaloids. The molecular weights of the alkaloids being 
very high a small error in titration makes a large error in the amount of 
alkaloid found. Moreover, a pure neutral salt of an alkaloid gives 
an alkaline indication to some indicators, the alkalinity increasing 
with the temperature of the solutions. Tutin (Pharm. 1909 
[iv], 29, 600) prepared a solution of quinine sulphate giving an alka- 
line indication when hot, and an acid indication when cold. For 
these reasons, gravimetric methods are preferable to volumetric 
methods where strict accuracy is required. 

Quinine sulphate of commerce, having, when anhydrous, the formula 
(C2 oH3403Nj)j.H 3S04, is practically neutral to brazil-wood, laemoid, 
cochineal, or hxematoxylin, but is strongly alkaline to methyl-orange, 
the end-point with the last indicator corresponding to the formation of 
the readily-soluble acid sulphate of quinine, C20H24O2N3.HJSO4. 
Hence twice the volume of standard acid will be required by a given 
weight of quinine when Methyl-Orange is employed, as when the other 
indicators are used, Phenolphthalein is useless as an indicator for 
the cinchona alkaloids, and cinchonine and cinchonidine cannot be 
accurately estimated by titration (Allen, Analyst, 1896, 21, 85-87). 

'Fhe directions in the table on page 492 can be modified with con- 
siderable saving of time by titrating the alkaloids. Thus the tartrate 
of cinchonidine is dissolved in boiling water, and the liquid titrated with 
N/20 potassium hydroxide, each i c.c. of which represents 0.0147 grm. 
of cinchonidine (or other alkaloid) precipitated as tartrate. The 
quinidinc iodide, which should be w^ashed with a little of the precipi- 
tant instead of with water, is immersed with the filter in boiling 
water, the solution then being titrated with N/20 potassium hydroxide. 
Each I. c.c. of the standard solution represents 0.0162 grm. of quini- 
dine precipitated as hydriodide.' Phenolphthalein is used as indi- 
cator in these titrations as the free alkaloids have no action on phe- 

»Thia procedure does not dispense with the necessity of making a correction for the 
amount of quinidine lost in the mother-hquor and washings. 
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nolphthalein, but, as slated by Allen (sec above), the results obtained 
are not accurate. 

The following is the official method of the German Pharmacopa'ia, 
1900, for titrating the total alkaloids of red cinchona bark: 

To 12 grm. of the bark in fine powder, dried at 100®, add 90 grm. 
of ether, and 30 grm. of chloroform. Shake with 10 c.c. of sodium 
hydroxide solution, allow to stan*d for 3 hours, and then let tlie powder 
collect by adding 10 c.c. of water. Filter 100 grm. of the clear chloro- 
form-ether solution into a small flask, and distil off half of it. Tut 
the remaining half into a separator, and w^ash the small flask 3 times 
with 5 c.c. of a mixture of 3 parts of ether and i part of chloroform, 
and add the w^asliings to the separator. Shake the mixture with 25 c.c 
of iV/io hydrochloric acid, if necessary, with the addition of a litlle 
ether. Wfficn complete separation of the chloroform-ether takes 
place, run off the lower acid layer and filter it into a 100 c.c. flask. 
Add 10 c.c. of water, successively 3 times, to the chloroform-ether 
solution and .sliake, the aqueous layer being sej)arated and filtered 
each time through the original filter paper into the 100 c.c. fla.sk. 
Finally wash the filter paper with w’ater, mix the whole filtrates and 
w'ashings, and make the mixture up to 100 c.c. wdth w-ater. To 50 c c. 
of this solution add i c.c, of alcohol in which a small piece of hoema- 
toxylin has been freshly dissolved, and titrate the resulting yellowish 
solution with N j lo potassium hydroxide solution. Not more than 
4.3 c.c. of the latter .solution .should be ruquired in order to colour it 
immediately bluish-violet. 

The above test requires the bark to contain at least 5.3% of lot.al 
alkaloids. In the German Pharmacopoeia of 1910 this method is modi- 
fied in a few details, and the bark is required to contain 6.5% of total 
alkaloids. J. Messner {Zeitsch. angew. Chem., 1903, 16, 444-450, 
468-477) recommends pure laemoid as the best indicator to use. 

J. Katz {Ber. deutsch. pharm. Ges., 1910, 20, 316-330) obtained 
good results by titrating the cinchona alkaloids in 90% alcoholic solu- 
tion with N / 10 alcoholic potassium hydroxide solution using Farrier’s 
blue as indicated. 

C. Kippenberger {ZeiJsch. anal Chem., 1896, 35 , 422) has suggested 
the use of Nj 20 iodine solution in 6-8% potassium iodide solution, 
which has been standardised against quinine, for the titration of the 
cinchona alkaloids. Quinine being a diacid base, its periodide is 
C,oH,, 03 N,(HI)„I,. 

VOL. VI.— 32 
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A valuBble series of experiments on the titration of olhsloids b,s 
existing in pharmacopoeia! tinctures, in which several indicators were 
employed and compared, has been published by Farr and Wright 
{Pharm. 7 ., 1894 [Hi], 25, 124). 

Pmgelhardt and Jones {Pharm. J 1910 [iv], 30, 236) recommend 
that the anhydrous cinchona alkaloids, obtained on extracting a sample 
of the bark, be dissolved in a mixture of equal parts of alcohol and 
ether, and, after the addition of water, titrated with N / 10 acid using 
hematoxylin as indicator. They obtained good results with the four 
anhydrous alkaloids, quinine, quinidine, cinchonidine and cinchonine. 

Cinchona Alkaloids. 

Any satisfactory classification of the cinchona bases in the present 
imperfect state of our knowledge of their constitution, and in some 
cases even of their empirical formulae, is manifestly impossible. 
Isomerism is common, and on slight provocation quinine and some 
others suffer polymerisation, with or without losing the elements of 
water, forming amorphous “apo-” or anhydro-bases. 

Perhaps the most suggestive method of classifying the cinchona 
bases and their allies is to arrange them according to the number of 
atoms of oxygen in the molecule, and subdivide these classes according 
to other analogies. 

The following (pages 499, 500) is a tabular list of the alkaloids 
hitherto isolated from the various species of cinchona and allied barks. 
It contains the names of all the natural cinchona bases, the existence 
of which as chemical individuals has been fairly well established up 
to the present time; but it must not be supposed to include all that 
actually exist. 

As is evident from the table, isomerism is very common among the 
cinchona bases. Thus the two best-known bases are quinine and cin- 
chonine. Isomerides of these bases coexist with them in the bark, and 
are called respectively quinidine and cinchon^fwe. 

These 4 bases are the chief crystallisable alkaloids of cinchona barks, 
but there exist with them, or are formed in the 'process of manufacture, 
certain amorphous isomerides called respectively quinicine and cincho- 
nicinc. It is doubtful how far these bases pre-exist in the bark, the 
natural amorphous alkaloids being probably the anhydro-derivatives 
diquinicine and dicinchonicine, and distinct from the amorphous 
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1 Except where otherwise stated the solvent is 97% alcohol, c“ a. temp. 
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^ Except where otherwise stated the solvent is 97% alcohol, c =«2, temp. 



CONSTITUTION. 5OI 

products formed from the crystallisable bases by the action of heat 
or acids. 

In addition to these isomers and anhydro-dcriva lives of the cinchona 
bases, there exist various homologucs and isologues of them. Quinine 
itself is probably a methyl-cupreine and a methoxy-cinchoniiie. 

Certain of the cinchona bases {e. g.y cupreine) exliibit a remarkable 
tendency to form stable crystalline com|x)unds with other of tlie bases. 
It is probable that the existence of these remarkable compounds, 
having different physical properties in the form of salts as well as in 
the free state, has led to tlic isolation and description of various bases 
which will hereafter be found to be compounds. 

The less important cinchona bases have no recognised position in 
commerce or medicine, but they are liable to be present to a greater 
or less extent in specimens of commercial alkaloids called by the better- 
known names. Commercial quinine is liable to retain traces of 
cinchonine, quinidine and hydroquinine, and generally contains 
notable proportions of cinchonidine. llydrocinchonidinc is some- 
times present in commercial cinchonidine, hydrocinchonine is usually 
present in commercial cinchonine, while quinidine contains hydro- 
(juinidine and hydroquinine. Quinamine and conquinamine are 
probably not unfrcquently present in commercial cinchona alkaloids. 

Constitution. 

The constitution of the cinchona bases is at present very imperfectly 
understood. Cinchonine, cinchonidine and cinchonicine have the 
same empirical formula CiolKjfhXj, while quinine, (luinidine and 
quinicinc have the formula CjqI 12402X2- (dnehonine and cinchoni- 
dinc, quinine and quinidine are physical isomerides, their differences 
probably depending upon an asymmetric carbon atom in the mole- 
cule. Cinchonicine dihers from cinchonine, and ([uinicine from 
quinine by a molecular change of the group --N— CC)11 into =NI1 — 
CO. Quinine probably differs from cinchonine by the replacement 
of a hydrogen atom by the methox^l group, — OCIi^. 'T'he cinchona 
bases known to contain hydroxyl or methox}! groups are: 

Cinchonine and cinchonidine, CjqIIjiNjCOII) ; 

Quinine and quinidine, C,aIl2oX2(OII) (OCH3) ; 

Quinicine, Cj^HjjONjfOCHg) ; 

Hydrocinchonine and hydrocinchonidine, C,9H23N2(OH) ; 

Hydroquinine and hydroquinidine, CjeH22N2(OH) (OCH3) ; 
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Cupreine, ( OH) 2 ; 

Quinaminc, C,,H 22 N 2 (011)2; 

Concusconine, C3iH330jN3(0CH3),. 

Cinchonicine is a ketone. Cupreine has been converted into quinine 
by heating it at 100°, under pressure, with metallic sodium and a 
solution of methyl chloride in methyl alcohol (Grimaux and Arnold, 
Compt. Rend., 1891, 112, 774; 114, 672). 

The oxidation products of the cinchona bases, especially those of 
cinchonine, have been very fully studied with the view of throwing 
light on the constitution of the bases. On careful oxidation with 
permanganate, cinchonine yields formic acid, CHjOj, and cincho- 
tenine, Ci^HjoGgNj. On oxidation witli chromic acid it yields 
cinchoninic acid, CglloNCOOH, and a syrupy mass containing cin- 
choloi panic acid, C8Hj304N (a pipccolinedicarboxylic acid), loiponic 
acid, C7H11O4N (a pyridincdicarboxylic acid), and meroquinene, 
CjjHjgOjN (which is cinch oloi panic acid in wliich the group — CH= 
CHa takes the place of a -COOH group). The constitutional 
formuhe of all these acids have been determined. Cinchoninic acid 
has l)een shown to be the decomposition product of one-half of the 
cinchonine molecule (CgHgN.CIIa), while the other 3 acids arc the 
products of the second half of tlie molecule (CglljgOnN). The 
final products of oxidation arc cinchonic acid (a pyridinecarboxylic 
acid), and cinch omeronic acid, C5ll3N(COOH)3, (a pyridincdicarbox- 
ylic acid). Cinchonidinc and cinchonicine yield products of o.xida- 
tion similar to, or isomeric with, those of cinchonine. Cinchonine 
has been proved to contain a hydroxyl group (probably linked to the 
carbon atom next to the nitrogen), and an ethylene group, both in the 
‘‘second half” of the molecule. 

Quinine on oxidation with chromic acid yields quininic acid, 
CjjIIgOgN (which is p-tnethaxycinchoninic acid), and cinchaloi panic 
^cid. It is assumed therefore that quinine only differs from cinchonine 
by a methoxyl group in the para position in the first half of the molecule. 
Quinidine and quinicine yield products of oxidation similar to, or 
isomeric w’ith, those obtained from quinine. 

C inchonine on fusion with potassium hydroxide yields, among other 
products, quinoline; while quinine on similar treatment yields quino- 
lidine (paramethoxyquinoline). 

The conclusion derivable from the researches on the constitution 
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of the cinchona bases is that they are derivatives of a hydroquinoline 
of which probably only one side is hydrogenated. The following 
formulae illustrate these deductions: 

Quinoline, CgH^N. 

Hydroxy quinoline, CgH 8 (OH)N. 

Tetrahydroquinoline, CgH,oNH. 

Diquinoline, CgHyN.CgH^N. 

Diquinolyline, CoHjoN.CgHjoN. 

Cinchonine, (CH= CIl2)N. 

Quinine, CgH6(OCH3)N.CPl2.r7lI,o(OII) (Cn= CT^N. 

Although the knowledge of the constitution of the cinchona bases 
is not yet sufiicicntly perfect to allow of their formation from pyridine 
or quinoline, it is interesting to note that two distinct basic substances 
isomeric with quinine have been prepared synthetically. One of these 
discovered by C. A. Kohn {J.Soc. Client. Ind.y 1889, 8 , 959) has the con- 
stitution of an a-hydroxy-hydroethylene-quinoline, ColI,o(OII)N.C2n4.- 
N.CqHio(OH). It was obtained by the action of i molecule of ethylene 
dibromidc on 2 molecules of a-i'-hydroxy hydroquinoline, obtained by 
reducing hydroxyquinoline by tin and hydrochloric acid. It is a weak 
base, forming small glittering prisms which melt at 223°, and are 
readily soluble in chloroform and benzene, with difiiculty in hot alcohol 
and insoluble in water. It has weak antipyretic characters. 

The other synthetical isomer of quinine was prepared by Wallach 
and Otto (Annalen, 1891, 253, 251) by the action of / 9 -naphthylamine 
on pinol nitrosochloridc: C,oll7NH3-f CioHnONOCl^HCl-f 
0201124^^2^2- "The product is a basic crystalline substance, m. p. 
1(^4-195°, insoluble in water, slightly soluble in hot spirit, and readily 
soluble in ether. The solutions, both of the base and its salts, are 
strongly fluorescent. 

An excellent summary of all the research work that has been carried 
out in order to investigate the constitution of the cinchona alkaloids, 
and their decomposition and addition products, has been written by 
Ezio Comanducci (Sammlung citem. u. client, teclin. Vortrdge, 1911, 16, 
Bande 4-7). • 

General Properties of Cinchona Bases. 

The cinchona alkaloids all have well-defined basic characters, some 
of them being sufficiently powerful to displace ammonia from its 
compounds. Their salts are usually crystallisable. 



504 


CINCHONA ALKALOIDS. 


In the free state^ the cinchona alkaloids are colourless or faintly yellow 
solids, often readily fusible, but not volatile without decomposition. 
Cinchonine, however, may be distilled in an atmosphere of hydrogen, 
or in vacuo, without decomposition. They are generally but slightly 
soluble in water, but dissolve more readily in alcohol, and generally 
with great facility in ether and chloroform. Such as are soluble in 
the last two liquids are removed from their ammoniacal solutions by 
agitation with ether or chloroform, but in no case wdll ether or chloro- 
form remove them from an aqueous solution acidified with sulphuric 
or hydrochloric acid. On the other hand, the anhydrous sulphates of 
many of the cinchona alkaloids are soluble in chloroform, and still 
more readily in a mixture of chloroform and absolute alcohol. This 
fact is sometimes utilised for detecting adulterations (page 525). 

The solutions of some of the cinchona alkaloids in excess of dilute 
sul[)huric acitl exhibit a strong blue fluorescence, which is visible even 
in very dilute li(tuids. This fluorescence is destroyed by adding an 
excess of sodium chloride or other haloid salt. 

The solutions of tlae cinchona alkaloids exert a well-marked rotatory 
action on polarised light, the rotation being in some cases right- and 
in others left-handed. The specific rotation is atTecUal in a remarkable 
manner by the .solvent employed and by tlie proportion of free acid 
present, which circumstances greatly reduce the practical value of the 
optical activity for the identitication and quantitative estimation of the 
unmixed alkaloids. 

On adding a fixed alkali, alkaline carbonate or ammonia to the 
solution of a salt of one of the cinchona bases, tlie sparingly soluble 
alkaloid is usually separated in a free state, and is in some cases 
soluble in an excess of tlie precipitant. On agitating the alkaline liquid 
with chloroform, the precipitated alkaloid is usually dissolved,^ and 
may be recovered in a free state by sejiarating the chloroform, and 
evaporating it to dr) ness at a steam-heat. By adding more chloro- 
form to the acpieous liquid, and repeating the agitation, the complete 
extraction of tlie alkaloid may be ensured, and the process made 
quantitative. Ether may be substituted for chloroform in the case of 
quinine and other alkaloids readily dissolved by it. 

The cinchona bases are tertiary amines; for when treated with an 
alkyl iodide they form additive-compounds which are converted by 

1 This is not the case with cupreine and some other alkaloids, which form definite com- 
pounds with the fixed alkahes m the same manner as morphine. 
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treatment with oxide of silver into powerful soluble bases analogous 
to tetrethyl-ammoniura hydroxide. 

Many of the cinchona alkaloids form two series of salts; neutral 
(improperly called “basic”), and acid salts. The neutral sulphates 
of the cinchona alkaloids have, when anhydrous, tlie general formula 
BjIIj|S 04. They have a neutral reaction to most indicators, but are 
strongly alkaline to Methyl-Orange, and arc generally very sparingly 
soluble in water; but the corresponding acid or bisulphates (BII^SOJ 
are generally readily soluble. From quinine, cinchonidine aiul cupreine 
still more acid sulphates have been prepared of the formula B.2II3SO4. 

The sulphates of many of the cinchona bases possess the property 
of combining with iodine, the compounds produced being in some 
cases of a very complex character. Certain of these “iodosulphates,” 
of which the quinine compound or herepathile is the type, possess the 
remarkable optical properties of tlie tourmaline (see page 513). 

Wdien a salt of one of the natural cinchona bases is heated for a 
prolonged period to a high temperature, tlie alkaloid undergoes a 
curious change. It becomes incapable of crystallising, a property 
sometimes extending to its salts. The change occurs most readily by 
exposing the acid sulphate of the alkaloid to a temperature of 100^ till 
anhydrous, and then increasing the heat for some time to about 130'"; 
or by similarly heating a mixture of neutral sulphate and glycerin. 
Dilute acid solutions of the alkaloids heated under pressure do not 
undergo this change, which fact indicates that the change is due to 
physical, and not to chemical, conditions. No means are at present 
known by which the modified alkaloid can be restored to its original 
crystallisablc condition 

When tlie cinchona bases are heated with strong hydrochloiic acid 
(sp. gr. 1. 1 25) to 150'^ for 6 to 10 hours, they arc converted into a[)o- 
or anhydro-derivatives of basic character, the change in the case of 
quinine and quinidiiie being attended with evolution of methyl chloride 
(Hesse, Annalen, 1880, 205, 31.1). 

When the sulphates of quinine, cinchonine, and cinchonidine arc 
dissolved in concentrjjted sulphuric acid at the ordinary temperatun*, 
they arc converted into “iso-bases” (Ilcsse, Annalcn, 1888, 243, 131), 
which differ in several respects from the parent alkaloids. Hydro- 
quinine, hydroquinidine, and hydrocinchonidinc arc converted by tlie 
same treatment into the corresponding sulphonic acids, which are 
compounds of distinct basic character. 
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With platinic chloride, the hydrochlorides of the cinchona bases 
form platinichlorides of the general formula BHjPtClg, but many of 
them also form salts containing BjHjPtClg. Salts of this constitution 
are produced on adding sodio-platinic chloride to neutral solutions of 
quinine, quinidine, cinchonidine, and homocinchonidine (Hesse, 
Annaleriy 1881, 207, 309). The auri-chlorides of the cinchona bases 
are mostly unstable, and liable to speedy decomposition with separation 
of finely-divided metallic gold. 

Certain of the cinchona bases give a deep green colouration or 
precipitate when their solutions are treated with chlorine or bromine 
water, and ammonia is subsequently added. This reaction is known as 
the “ thalleioquin test^’ (see also page 511). 

Most of the cinchona bases are very completely precipitated by tannic 
and picric acids, potassio-mercuric iodide, and certain other reagents. 
These reactions are sometimes used for their detection and separation. 

On treatment in solution with bromine-water in slight excess, the 
cinchona bases are converted into bromo-derivatives. The number 
of atoms of bromine taken up varies with the constitution of the alkaloid. 
According to T. Fawssett (Pharm. /., 1888 [Hi], 19, 915), quinine, 
quinidine, and cupreine react with approximately Br^, hydroquinine 
with Br^, and cinchonine, cinchonidine, and “amorphous quinine, 
with Btj. On heating tlie cinchona bases, or their hydrochlorides or 
sulphates, with acetic anhydride to about 80^^ for a few hours, they are 
converted into acetyl-derivatives (Wright and Beckett, /. Chem. Soc., 
1876, 29, 655; O. Hesse, Annalm, 1880, 205, 314). With the excep- 
tion of the acetyl-derivative of quinine, all these compounds are amor- 
phous. They can be dried at 100° without change, are readily soluble 
in dilute acids, and are thrown down as resinous precipitates by alkalies. 
On treatment with alcoholic potassium hydroxide they are hydrolysed 
into acetic acid and the original bases. The acetyl-derivatives of 
quinine and quinidine give the thalleioquin reaction. 

The more important properties of the leading cinchona alkaloids 
may be summarised as follows: 


A 


Hydrated crystals are formed by Quinino, Quinidine, Paytine, 
Cupreine, Cusconine, Chairamine. 

Anhydrous crystals are formed by Cinchonine, Cinchonidine, 
Quinamine. 

No crystals are formed by Paricine, Quinicine, Diquinicine, 
Dicinchonicine. 
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[ Readily soluble in Ether. — Quinine, Quinamine, Paytinc, Quini- 
j cine, Javanine. 

j Sparingly soluble in jE/Z/er.— Cinchonidinc, Quinidine, Cupreine. 
[ Almost insoluble in £//fer.— Cinchonine. 

’ Dextrorotatory solutions in alcohol are formed by Cinchonine, 
Cinchonaniine, Quinamine, Quinidine, Chairamine, Quini- 
cine, Diquinicine. 

' Lttvorolatory solutions in alcohol are formed by Cinchonidine, 
Hydro-cinchonidine, llomocinchonidine, Paytinc, Cupreine, 
Quinine, IIydro(]uinine, Cusconine, Aricine. 


D 


E 


Fluorescent solutions in dilute sulphuric acid arc formed by 
Quinine, Quinidine, Ilydroquininc, Hydro(iuinidinc, Di- 
quinicine. 

No fluorescence is exhibited by solutions of Cinchonine, ( m- 
chonidine, Hydrocinchonidine, Homocinchonidinc, Quina- 
mine, Quinicine, Dicinchonicine, Cusconine, Cupreine. 

Thalleioquin is formed by Quinine, Quinidine, Quinicine, Di- 
quinicine, Hydroquinine, Hydroquinidinc, Cupreine. 

Thalleioquin is not formed by Apoquinidinc, Cinchonine, Cin- 
chonidine, Homocinchonidinc, Hydrocinchonidine, Cin- 
chonicine, Dicinchonicine, Quinamine, Cinchonamine. 


Quinine. Quinia. 

CjjIIjjOjN,; or C,H5(OCH3)N.Cn,.C,H,o(OH) (CH = CH,)N. 
Quinine is the most important of the cinchona bases, and appears 
to possess the most powerfully febrifuge properties. Its mode of 
preparation from the bark is liased on the same iirinciplc as its estima- 
tion in the same (see page 490). , , , 

The chemical constitution of quinine is not thoroughly understood, 
but such knowledge as exists is epitomised on page 502. The com- 
plete synthesis of the alkaloid has not hitherto been effected, but 
cupreine has been apparently converted into quinine by the introduc- 

tion of a methyl group. ^ ^ 

From alcohol, benSene, and some other solvents quinine may be 
obtained in crystals, but on the evaporation of its ethereal solution it 
separates as a gelatinous or resinoid mass, which is never crystalline. 
This behaviour is important, as most other cinchona bases give crystal- 
line-ether residues. 



aNCHONA ALKALOIDS. 


508 

Free quinine usually appears in commerce as a soft, granular, white 
powder, which has a crystalline structure. 

As obtained by the precipitation of one of its salts by an alkali, 
quinine forms a bulky, white precipitate, which coagulates into a 
resinoid mass by very slight elevation in temperature. According to 
O. Hesse the precipitate at first formed at the ordinary temperature is 
amorphous and anhydrous, but it soon takes up water and becomes 
crystalline. It then contains 3II2O. If the ammonia be added in 
large excess, and the solution is not too concentrated, the trihydrate 
is obtained in small needles, and the same compound can be obtained 
from an ethereal solution below 10®. But die resinoid mass left on 
the spontaneous evaporation of a solution of quinine in ether usually 
contains water in proportion corresponding to a monohydrate, and 
when the ciy'stallised trihydrate is exposed in an desiccator over sul- 
phuric acid, it eflloresces and loses its water more or less perfectly. At 
20°, over concentrated sulphuric acid, the trihydrate soon loses the 
whole of its water, but over equal volumes of cone, sulphuric acid and 
water a monohydrate results. At 15^, in the open air, the trihydrate 
is unaltered, but at 20° it eflloresces and loses 1II2O, tlie residue 
having the composition of a dihydrate. Commercial quinine contains 
from 8 to of water, and hence is approximately a dihydrate. The 
French and German FharmacopwiaSy and the British rJiarmacetUical 
Codex, however, require the trihydrate for the oflicial alkaloid. The 
precipitate produced by ammonia at a low temperature in concentrated 
solutions of quinine sulphate is usually a dihydrate. Hydrates of 
quinine containing 8 and 9 lIjO have also been described. When 
the trihydrate is exposed at a temperature of 40° for a short time, and 
then at 60°, the whole of the water is driven off, and this change occurs 
rapidly at loo*^. Resinoid quinine loses its ivater with some difficulty 
at 100° unless previously powdered, but at 120° becomes anhydrous 
very rapidly (sec Pharm 1885 [m], 16, 385, 897, 937). 

Anhydrous quinine, obtained by drying the trihydrate over sulphuric 
acid and heating to 125°, melts at 174.9°, and that prepared by heating 
the benzene compound to 120° at 171.6-172°. \ 

Quinine is odourless. WTacn in solution or finely divided it has an 
intense and purely bitter taste. It has valuable febrifuge properties, 

1 According to Hesse* (Anttal ^ 1890, 358, 133) on prolonged heating of a solution of qui- 
nine m alcohol to 30"* the alkaloid is converted into an isomende for which he proposes the 
unsuitable name of homoquinuie This melts at 174 4°-i7S®, and is reconverted into qui- 
xiine by prolonged heating with dilute sulphunc acid. 
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and is poisonous to frogs and other of the lower animals. It has 
decided antiseptic properties, retarding or arresting the alcoholic, 
lactic, butyric, amygdalous, and salicylous fermentations, but not the 
digestive action of pepsin. 

Quinine is very sparingly soluble in water. According to Sestini 
the solubility of the anhydrous alkaloid in water is i in 1,667 20° and 

I in 902 at 100°, the trihydrate requiring 1,428 and 773 parts of water 
at the same temperatures. 

In dilute solutions of the fixed alkalies quinine is less soluble than 
in water, i part of the alkaloid being soluble in 3,450 parts of potassium 
hydroxide (i in 20) at 25*^. Ammonia has when first applied con- 
siderably greater solvent action than water, but most of the alkaloid 
is deposited on long standing, as i part of alkaloid dissolves in 2,286 
parts of or 2,505 parts of 32.5'’/^, ammonia at 15°. Certain 

ammonium and calcium salts notably increase the soluliility of quinine 
in aqueous liquids. Anhydrous quinine dissolves in 0.6 parts of 
alcohol, 4.5 parts of ether, 1.9 parts of chloroform, 120 parts of benzene, 
at 25°. The trihydratc dissolves in 0.6 parts of alcohol, i 3 jiarts of 
ether, 1.6 parts of chloroform, 166 parts of benzene, at 25°.^ It dis- 
solves readily in carbon disulphide, and in aliout 200 parts of glycerin. 
It is only sparingly soluble in petroleum ether, even when hot. 

Quinine exerci.ses a powerful l;c\or()tatory action on polarised 
light, the value of [a]j, being, according to lle.sse, — 145.2°-}- 0.657 ^ 
at 15°, for the .solution of the hydrated alkaloid in 97% alcohol. In 
ether, quinine gives [a]^ ~ — 158.7-f 1.91 ic where c--=i.5 to 6; while 
in a mixture of 2 parts of cliloroform and i part of alcohol [«]o « 
— 141.0, when c= 2. 

Quinine affords no visible colour or other reactions with strong 
acids. By cautiously dissolving quinine hydrate or sulphate in a 
mixture of equal volumes of concentrated nitric and sulphuric acids, 
amorphous dinitroquinine, C2on22(02N)203N2, is produced, nearly 
insoluble in ether and forming uncrystallisable .salts (E. H. Rennie, 
J. Chem. Soc.j 1881, 39, 469). The action of permanganate and 
chromic acid mixture on quinine is described on page 502. 

Quinine is a powerful base, its solutions having a marked alkaline 
reaction to litmus and methyl-orange, and neutralising the strongest 
acids. It does not redden phenolphthalein. 

* Ouininc is deposited from its solution in warm benzene in crystals containing (CioHj4- 
0*Nj)i,CiH6,aHj0 (Chtm. Ntws, 1883, 48, 4). 
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Detection and Estimation of Quinine. 


The detection and estimation of quinine, when it occurs unmixed 
with other alkaloids or organic matter, is very readily effected, but 
the problem becomes more complex in the presence of other cinchona 
bases. 

The following reactions are yielded by a solution of quinine in a 
moderate excess of dilute sulphuric acid: 

1. Solutions of quinine in dilute sulphuric acid exhibit a strong 
blue fluorescence. The effect is best observed in very dilute liquids, 
and is intensified by addition of excess of sulphuric acid. The hydro- 
chloride and other haloid compounds of quinine (including the thio- 
sulphate and cyanogen compounds) exhibit no fluorescence till excess 
of sulphuric acid is added, and the fluorescence of solutions of the 
sulphate is destroyed by very small quantities of hydrochloric acid or 
other chlorides, but can be again produced by adding excess of dilute 
sulphuric acid. Alcoholic solutions of quinine exhibit but little 
fluorescence, and solutions of the alkaloid in solvents immiscible 
with water, none at all. Under favorable conditions, the fluorescence 
of quinine becomes an extremely delicate test for the presence of the 
alkaloid.^ Fluorescence is also produced by quinidine, hydroquinine 
and hydroquiiiidine, and diquinicine, but not by quinamine, cinchonine 
or its isomers, cusconine, cupreine, or quinicine. 

2. According to A. Weller {Arch. Pharm., 1886, 224, 161), on 
adding chlorine-water to a strong solution of quinine the solution 
acquires a more or less intense red colour. Bromine-water is a 
preferable reagent, and on adding a few drops to a saturated solution 
of quinine hydrochloride a yellow precipitate is formed, which gradu- 
ally disappears with formation of a rose-red colouration, changing to 
cherry-red. The colour disappears after a time, but can be reproduced 
by adding more bromine-water, and the reaction is more delicate and 
prompt if the quinine solution be previously gently warmed. Acids 


• The fluorescence of quinine is best observed by holding a test-tube filled with the solu- 
tion in a vertical position before a window, when a bluish "Oioom” will be perceived on 
observing the liquid from above against a dark background. Another plan is to make a 
thick streak of the solution on a piece of polished jet or black marble, or on a plate of glass 
smoked at the back, and to place the streaked surface in front of, and at right angles to, a 
weJl-hghted window. (See also Vol. i ) 

The fluorescence of quinine solutions is not perceptible by gas-light, but may be brought 
out by burning a piece of magnesium nbbon in the proper position The use of blue glass, 
which transmits the ultra-xiolet rays which produce the fluorescence of quinine, while 
excluding the less refrangible rays, is sometimes recommended. In this case the light 
transmitted by the glass should be concentrated by means of a lens. 
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and excess of bromine-water prevent the reaction, which is also pro- 
duced by quinidine, but not by cinchonine or cinchonidine. 

3. If a solution of quinine, rendered as nearly neutral as possible, 
be treated first with chlorine or bromine, and then with excess of 
ammonia, a green substance called thalleioquin is produced, which in 
concentrated solutions forms a precipitate, and in more dilute a deep 
green liquid. When carefully applied, the test, which is due to 
Brande, is extremely delicate. Bromine is a more sensitive reagent 
than chlorine. The following is the best mode of applying tlic test: 
To 10 c.c. of the solution of quinine add 3 c.c. of chlorine-water, or 
0.5 c.c. of saturated bromine-water. Agitate w’ell, and then add i drop 
of strong ammonia solution, or sufticient to render the licjuid distinctly 
alkaline. If the proportion of quinine exceed about i per 1,000 of 
solution, a green substance is jirecipitated, soluble in absolute alcohol, 
but insoluble in ether or chloroform. In more dilute liquids, even if 
the proportion of quinine does not exceed i in 20,000, a deep green 
colouration is produced. If the green ammoniacal solution be Just 
neutralised w’ith acid, a blue colouration is obtained, and on adding 
more acid a colour ranging from violet to red, but changing to green 
again on adding excess of ammonia. 

H. Trimble has proposed to use this reaction for the approximate 
colorimetric determination of quinine, but the test is very unreliable 
and is useless from a quantitative point of view (E. Ldgcr, J. Pharm. 
Chim,, 1904, 19, 281-284, 434-435; E* Comanducci, Chem. Zenlr,, 
1910, I, 1885). 

The thalleioquin reaction is also given by quinidine, cupreine, 
hydroquinine, hydroquinidine and diquinicine, but not by quinaminc, 
or cinchonine and its isomers. It is prevented by morphine. 

4. If, after the addition of chlorine- or bromine- water, the quinine 
solution be treated with a few drops of solution of potassium ferro- or 
ferricyanide, ammonia being subsequently added, a red colouration is 
produced instead of a green. The reaction is not so delicate as the 
thalleioquin test, but affords useful confirmatory evidence of the pres- 
ence of quinine. A. Vogel modifies the test by adding bromine-water 
and potassium ferrocyanide to the solution to be tested, and then 
shaking with a fragment of marble, which, in presence of quinine, is 
at once covered with a red film. Strychnine, cinchonine, and caffeine 
do not give similar reactions. 

5. On adding a fixed alkali, alkaline carbonate, or ammonia to a 
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solution of a salt of quinine, a bulky white precipitate of the free 
alkaloid (more or less hydrated) is produced. The precipitate is very 
sparingly soluble in cold water or excess of these precipitants, with 
the exception of ammonia. The precipitate cannot be conveniently 
filtered off, washed, and weighed, as it is not wholly insoluble, and 
melts with very slight increase of temperature. Its state of hydration 
is also very uncertain. But, if the liquid containing the precipitated 
alkaloid be agitated with ether or chloroform, or a mixture of the two, 
the quinine passes readily and completely into solution, and may be 
obtained in the solid state by evaporating the solvent. The process 
is readily made quantitative by operating with care and repeating the 
agitation of the liquid with the solvent, and tlie quinine may be 
weighed in the anhydrous state as after being dried at 

ioo° till constant in weight; or after exposure for 15 or 20 minutes to a 
temperature of 120*^. The estimation of quinine in this manner is 
capable of yielding very accurate results, and is of very extensive and 
rapid application. 

6. When quinine exists in a free state, as it is obtained in process 
5 by the evaporation of its solution in ether or chloroform it may be 
estimated roughly by dissolving it in slight excess of N / 10 acid and 
titrating tlie excess of acid with N/10 alkali (see page 497). Each 
I c.c. of N/10 sulphuric acid (=^4.9 grm. of lIjSO^ per litre) corre- 
sponds to .0324 grm. of anhydrous quinine. This titration by standard 
acid, of course, merely indicates the total alkaloid present, in terms of 
quinine. The process furnishes a very useful check on the estimation 
from the weight of the chloroform or ether-residue, and brings the 
alkaloid into a convenient form for further examination by one of the 
following processes: 

7. On adding tincture of iodine to a solution of acid sulphate of 
quinine in dilute alcohol, a curious compound is produced, called, 
after its discoverer, Ilercpathile, and having the formula 4C20H24OJ- 
N3,3ll2S04,2lII,l4 + 3H20.^ This compound, called also tlie iodo- 
sulphate of quinine or sulphate of iodo-quinine, is the type of a series 
of similar substances formed by the action of iodine on the sulphates 
of the cinchona bases. Herepathite is but littld' soluble in cold water 
or dilute alcohol, and requires 1,000 parts of hot water for solution; 

* Herepathite may be readily prepared by dissolving the quinine sulphate in lo parts of 

{ )roof spirit contaminR 5% of sulphuric acid, and adding an alcoholic solution of iodine so 
ong as a black precipitate is produced. The precipitate is filtered off, washed, and re- 
crystallised from hot alcohol. 
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but it dissolves in boiling rectified spirit, and is deposited on cooling in 
tabular crystals, remarkable for their dichroism and their action on 
light, a thin film of hercpathite polarising the transmitted light as 
completely as tourmaline. Hercpathite is re-converted into quinine 
sulphate by treatment with sulphurous acid, thiosulphates, hydrogen 
sulphide, and otlicr readucing agents. 

lodosulphate of quinine possesses far less solubility tlian the corre- 
sponding compounds of the other cinchona bases. ^ This fact has 
been utilised by J. E. de Vrij for tlie estimation of quinine {Pharm. 
J.y 1875 [Hi], 6, 461), but the method has a limited practical value. 

E. B. Stuart {Pharm. 1881 [m], 12, 1016) finds the hercp- 
athite reaction equally delicate with the thalleioquin test, and quite 
as easy of application. The salt of quinine should be dissolved in 
dilute alcohol, and dilute sulphuric acid, the presence of which is 
essential, added. Very dilute tincture of iodine is then added, drop 
by drop, with constant agitation, when the precipitate suddenly appears 
and quickly subsides. Precipitation as hercpathite may be used with 
advantage for separating quinine from morphine even when the 
relative proportions are as i; 1,000. 

8. Andr^ (J. Pharm, Chim., 1862, 41, 341) proposed a method of 
estimating quinine and separating it from other cinchona bases by 
precipitation as the chromate from neutral solutions of the alkaloids. 

1 n. Y. Shimoy.aina {Pharm. J., 1885 ftti), 16. 205) gives the following figures for the 
solubility of quinine hercpathite in 90% alcohol at different temperatures. 


Tempi rature 


Alcohol without acid 


Acidified alcohol 


I in 86fj Jits 
1 in h 4 i pis 


I in 255 

I 7 pt^i 



1 1 in 101 pts. 

20'’ 

I in 7n pts 

as'’ 

1 in 6ho pts 

90° 

I in 638 pts 1 


The solubilities of the iodosulphates of the pnncipal cinchona alkaloids in acidified alco- 
hol at 15“ were found to be as follows: 


Alkaloid 


Solubility j 

Ifxline, % 

Quinine hercpathite 


1 in 255 pts. 1 

3a. U 

Cinchonidine hercpathite .... 


I in 92 pts 

53 68 

Quinidine hercpathite 


1 in 61 pts i 

42.70 

Cinchonine hercpathite 


1 in 42 pts I 

24.90 


VOL. VI.— 33 
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De Vrij {Arch. Pharm.y 1887 [Hi], 24, 1073) states that neutral quinine 
chromate is soluble in 2,733 parts of water at 12°, or 2,000 parts at i6^ 
Although the chromate is a good confirmatory test for quinine, Hesse 
{Pharm. J., 1887 [Hi], 17, 585, 665; 1888, 18, 582) finds that 
cinchonidine and hydroqinine are in part thrown down with the 
quinine, which renders the method inapplicable for separating quinine 
from its most constant associates. 

Quinine is distinguished : 

I. From cinchonine: a, by its fluorescence; b, its laevo- rotation; c, 
the thalleioquin test; d, the crystallisation of the sulphate; e, its solu- 
bility in ether; /, its solubility in ammonia; g, the sparing solubility 
of the iodosulphate; h, by the insolubility of its neutral tartrate. 

.2. From cinchonidine by most of the above reactions, except b and 
h, and less sharply than cinchonine by those tests depending on relative 
solubility (J, c,/, g). 

3. From quinidine by b, d, /, g; also by (/) yielding no crystalline 
precipitate with potassium iodide, and (j) the insolubility of the sul- 
phate in chloroform. 

4. From quinamine by b, e, h; and {k), the sparing solubility of the 
sulphate. 

5. From cupreine by a, and (/) the insolubility of the precipitated 
alkaloid in excess of soda. 

Methods for the separation of quinine from the associated cinchona 
bases are given on pages 492, 517, et seq. 

The separation of quinine from morphine may be effected, as already 
stated (page 511), by precipitation as herepathite; also by treating the 
free alkaloids with chloroform or ether, which leaves the morphine 
undissolved. 

From strychnine, quinine may be separated as indicated under 
“Easton’s syrup.” 

Salts of Quinine. 

Quinine is a strong base, completely neutralising acids, and forming 
crystallisablc salts having a slight alkaline indication to litmus. These 
salts react with phenolphthalein as if the acid were in an uncombined 
state. Quinine also forms a series of acid salts, of which the acid 
sulphate of quinine is the type, which are neutral to methyl-orange. 

Several of the salts of quinine are official in the Pharmacopoeia, and 
others are extensively used in medicine. 
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Quinine Sulphate. Diquinic sulphate. (C2,H3,0,N,)jlJ2SO,. 
This important salt, sometimes called “disulphate” or “basic sulphate” 
of quinine, forms, in the hydrated state, tlie ordinary medicinal sul- 
phate of quinine of commerce. 

Sulphate of quinine is usually met with in exceedingly light scales, 
or long, flexible filiform needles,' having a nacreous aspect and a pure 
and intensely bitter taste. 

The crystallised sulphate of quinine of commerce usually contains 
about 15.2% of water, a proportion which corresponds closely to 
7.5H2O, which is the oflicial salt of British Pharmacopiria. 

Hesse states that pure crystallised quinine sulphate, which has not 
effloresced, contains HHjO, or 16.17% oi water, and this has been 
confirmed by Roliiquct, by Schorlemmer, and by Koppeschaar. This 
salt is the official one of the Premh PJiartfiacopmn. Samples of the 
commercial salt are sometimes met with containing about 14.5% of 
water, a proportion which corresponds to ylljO, and this has been 
taken as the official salt of the United States Pharmacopada. d'he 
evidence is in favour of crystallised quinine sulphate containing 
8IT2O, and the salt cfflorc.scing ver>' rapidly, even when packed in 
corked bottles, accounts for the lower percentage usually found in the 
commercial article. Another reason suggested by Kopppeschaar is 
that cinchonidine sulphate cr>'stalli.ses with CIIjO; moreover, any 
cinchonidine sulphate in the quinine salt does not exist in the state of 
a mixture, but in combination with a portion of the quinine sulphate, 
the compound salt enclo.sing filljO. 

Crystallised quinine sulphate is rendered perfectly anhydrous by 
exposure to a temperature of loo^ If a higher temperature be 
employed for its dehydration, there is a danger of some of the alkaloid 
undergoing conversion into quinicinc (.sec page 544). If the anhydrous 
sulphate of quinine be expost*d to moist air, it rapidly obsorbs from 
4.8 to 5% of water, a proportion which corresponds to the formula 


^ Chemically pure quinine sulphate, free from hydroquinine, crystallises in heavy needles. 
The light character of the commercial salt is chirfly due to the presence of small acmixtures 
of the sulphates of hydroquinine and cinchonidine, and possibly of hydrocinchonidine and 
homocinchomdine x % of nnchonidine is sulhcicnt to produce the light silky appearance, 
and this persists with a larger proportion “ A few years ago, when tlie bark of Remijia, 
which contains no cinchonidine, waw first treated, the latter alkaloid was added, as the pure 
solutions yielded large brilliant needles unfamiliar in commerce, for the sama reason the 
bark of cuprea was never treated, except by being mixed with other barks." The sulphates 
of the bases of the cinchonidine group can be s^arated from quinine sulphate without 
interfering with its light form when there is a sufficient amount of hydroquinine present. 
According to Carles, an addition of 4 grm. of ammonium sulphate to i litre of a hot saturated 
solution of quinine sulphate causes the latter salt to crystallise on cooling in a very volumio- 
ous form. 



CINCHONA ALKALOIDS. 


B,H2S04+ 2H20.^ On the other hand, the crystallised salt rapidly 
loses water on exposure to air, until it acquires the composition of the 
2II3O substance. The same quantity of water is retained when the 
crystallised salt is dried over sulphuric acid, or crystallised from strong 
alcohol. 

Quinine sulphate requires 750 parts of cold water for solution, but 
dissolves in about 30 parts of water at 100° It is far less soluble in 
water containing magnesium, sodium, or ammonium sulphate than 
in pure water. A solution of quinine sulphate is so completely pre- 
cipitated by a strong solution of Rochelle salt that the alkaloid can 
scarcely be detected in the solution by the fluorescence or tlialleioquin 
test. On the other hand, the solubility of sulphate of quinine in water 
is increased by the presence of ammonium chloride, or of potassium 
nitrate or chlorate. 

In alcohol, quinine sulphate dissolves more readily than in water, 
requiring 6 parts at a boiling temperature, or 65 parts at 15°. Quinine 
sulphate dissolves in about 24 parts of cold glycerin, the solution being 
precipitated by addition of water. Crystallised quinine sulphate is 
not soluble in fixed oils, ether, chloroform, or petroleum spirit. (It 
is said to dissolve in benzene.) In the anhydrous state, i part of 
quinine sulphate is soluble in about 1,000 parts of chloroform (seepage 
525). It is easily soluble in a mixture of 2 parts of chloroform and 
I part of absolute alcohol. 

In dilute sulphuric acid, quinine sulphate is readily soluble, owing 
to the formation of acid quinine sulphate, C20H24O2N2, 112^^04. 
This salt is readily obtainable in crystals containing 7II2O. The 
crystallised salt loses bHjO in the desiccator, and becomes anhydrous 
at 100°. This salt is the official quinine acid sulphate of the United 
States Pharmacopoeia. (The normal sulphate is also official.) It 
is described as being colourless, transparent or whitish, orthorhombic 
crystals or small needles; odourless and having a very bitter 
taste. It effloresces on exposure to the air, and turns yellow on 
exposure to light. Soluble in 8.5 parts of water, 18 parts of 
alcohol, 1,770 parts of ether, 920 parts of chloroform, and in 
18 parts of glycerin at 25°; soluble in 0.68 part of water at 80® and 
in 0.5 part of alcohol at 60°. When heated the salt softens at 60°, 
becomes semi-fluid at 70®, and melts at about 160°, with decomposition. 

^ H. P. Parsons recommends the official adoption of this hydrate as a definite and stable 
form of quinine sulphate. 
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It loses all of its water of crystallisation at 100°. The salt on melt- 
ing is converted into acid quinicinc sulphate. Acid quinine sul 
phate dissolves in 10 parts of water at 15°, and more readily in hot 
water. It is soluble in 45 parts of alcohol at 15°. These solutions arc 
strongly fluorescent. 

Normal quinine sulphate has a specific rotation in ab.solute alcoholic 
solution of - 157.4 {(^22, of the 7 1/2H/J salt). Excess of 

acid increases the rotatory power. A solution of (|uinine sulphate in 
excess of dilute sulphuric acid has a specific rotation of [0],,-= — o 
at 15°, calculated for the anhydrous salt (Tutin, Phar. J., 1909 [iv], 
29, 600). 

Sulphate of quinine is largely employed as a febrifuge and tonic, 
the olTicial dose ranging from 1 to 10 grains. It has marked antiseptic 
properties. 

The fluorescence of sulphate of quinine is considered on page 510; 
its reaction with iodine on page 512; and with tlie thalleioiiuin test 
on page 51 1. 

Examination of Commercial Quinine Sulphate. 

The salts of quinine, except the tannate (page 529), can all be 
examined by the following methofls applicable to the quinine sulphate, 
provided they are first treated with 10 parts of boiling water and their 
own weight of sodium sulphate. I'he sulphate of quinine which 
deposits on cooling and the mother-liquor obtained can then be 
examined in the usual way. 

Commercial quinine sulphate was formerly subject to adulterations 
of a very gross character. Among the substances employed to sophisti 
cate it arc said to have been starch, gum, stearin, salicin, phloridzin, 
sugars, magnesium sulphate, sodium sulphate, chalk, asbestos, boric 
acid, etc. Some of these additions arc apocryphal a;id the majority 
are certainly obsolete. 

Ammonium salts should be tested for <{ualitatively by boiling some 
of the sample with sodium hydroxide, or quantitatively by washing 
a weighed portion of the quinine salt with cold water and testing the 
liquid with Nessler’s reagent. Mineral additions would be readily 
recognised on igniting the .sample, which, when pure, will leave no 
sensible ash. Starch, chalk, stearin, and boric acid would remain 
insoluble on treating the substance with cold dilute sulphuric acid, 
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and gum would be precipitated on adding excess of alcohol to the 
solution thus obtained. Soluble impurities generally may be detected 
and estimated by dissolving the sample in hot water and adding excess 
of barium hydroxide water. The alkaloid is then removed by agitation 
with ether. After removing the ethereal layer, a stream of carbon 
dioxide is passed through the aqueous liquid to precipitate the excess 
of barium hydroxide, and the whole well boiled and filtered. Sulphate 
and carbonate of barium will be left insoluble, and the filtrate will 
contain any sugar or other soluble impurity present in the original 
sample, and the observation of the weight of the residue left on evapora- 
tion will allow of a determination of the amount. In presence of 
sugar the liquid will exert a dextrorotatory action, and in presence 
of salicin a hevorotatory action on polarised light. 

Treatment of the original solid sample with concentrated sulphuric 
acid, attended by gentle warming, will suffice for the qualitative 
detection of some impurities. Sugar and manitol will become charred, 
while salicin develops a striking red colour. Good commercial quinine 
sulphate dissolves with faint yellow colour in strong sulphuric acid, 
and the tint is not deepened on warming gently. 

Similar general impurities may be rapidly tested for by a test 
devised by Hesse, and described on page 526. Salitin,ii present in 
greater proportion than 1%, may be detected by this test. The residue 
insoluble in the chloroform-mixture will be coloured deep red by 
concentrated sulphuric acid, and will reduce Fehling’s solution after 
boiling with dilute sulphuric acid. The reaction with strong sulphuric 
acid will be produced by the original sample if the proportion of salicin 
be considerable. Smaller proportions of salicin may be detected in the 
filtrate from the precipitate produced by adding barium hydroxide to the 
aqueous solution of the sample. Another test for salicin is to dissolve 
0.25 grm. of the sample in 4 c.c. of water and 4 drops of concentrated 
hydrochloric acid. If salicin be present, on boiling the liquid for 
some minutes a white turbidity will be produced, due to the formation 
of saliretin. 

Quinine sulphate has occasionally been largely adulterated with or 
entirely substituted by the cinchonine hydrochloride. This fraud is 
recognisable by testing for chlorides with nitric acid and nitrate of 
silver, and for cinchonine as described on page 522. 

The most common impurity of commercial quinine sulphate is an 
admixture of one or more of the sulphates of other cinchona alkaloids^ 
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especially cinchonidim and hydroquinine. This admixture is often 
purely accidental, owing to imperfect separation of the otlier alkaloids 
during manufacture, but is no doubt sometimes provided for and 
secured by Suitable arrangements of tlic manufacturing operations, 
while occasionally an intentional admixture of othcT alkaloids has 
occurred. 

Various qualities of quinine sulphate arc produced by manufacturers. 
The chief are: t. The pure salt or “heavy sulphate, “ of which the 
use is extremely limited, chiefly on account of the hea\y cost entailed 
in freeing it from the last 2 or 3^ of impurities. This is tlic oflicial 
salt of the German Phannacoptvia of 1890 and iqoo. 2. Products 
satisfjing the requirements of the French Pharmacopa'ia, and containing 
up to 3% of other alkaloids. 3. Products .satisfying tlie require- 
ments of the German Pharmacopada of 1882, and the British 
Pharmacopdia, which may contain up to lo^ 0 of other alkaloids. 
Other products may have a certain commercial importance, but have 
no “legal status” in civilised countries. 

The best samples of commercial quinine sulphate are seldom free 
from cinchonidine, but contain not more dian 2 or 3^0; while other 
kinds contain from 5 to 10, and even ao^'o of cinchonidine sulphate, 
and on one accasion B. II. Paul found 60%. In addition, hydroquinine 
is a very constant impurity in quinine sulphate, usually occurring to 
the extent of 2 to 4% (D. Howard, Pharm, 1896 [ii/], 3, 505); 
and, according to Hesse, hydrocinchonidine and homocinchofiidine may 
also be met with in quinine from certain sources. The presence of 
even 1% of cinchonine or quinidine in quinine sulphate is far more 
likely to be intentional than due merely to accident or careless manu- 
facture, but these alkaloids are apt to be met as accidental impurities 
in quinine hydrochloride. 

The detection and estimation of foreign alkaloids in commercial 
quinine sulphate has received much attention, and considerable 
ingenuity has been exercised in the solution of this somewhat difficult 
problem. 

Owing to the obstinacy with which quinine and cinchonidine form 
more or less definite compounds when cr>'stallising together, as sul- 
phates from water and as alkaloids from ether, greater difficulty is 
exj)erienced in the recognition and estimation of cinchonidine sulphate 
in quinine sulphate than in the detection and estimation of the other 
alkaloids when present in notable proportion. 
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To detect cinchonidine in quinine sulphate Liebig proposed shaking 
the salt with ether and ammonia, but this will pass a sample containing 
upward of io% of cinchonidine. Kerner proposed a test depending 
upon the difference in solubility of the sulphates, quinine sulphate 
being soluble in about 750 parts of cold water, while cinchonidine 
sulphate is soluble in about 100 parts. This method modified and 
improved by Paul, and by Hesse, is the one generally adopted by the 
various pharmacopoeias. The test is usually carried out by shaking 
2 grm. of the quinine sulphate with 20 c.c. of water, filtering off the 
undissolved crystals (in tlie later modifications after heating and 
cooling), and gently mixing 5 c.c. of the clear filtrate wuth ammonia 
(sp. gr. 0.96). The amount of ammonia required to just redissolve 
the precipitate first formed is an indication of the purity of the salt 
tested, and the ammonia solution should not deposit any cr)'stals on 
standing for 24 hours. The following is a table showing the methods 
recommended by the various pharmacopeias for carrying out the test, 
with the amount of ammonia allowed by each: 


MODIFICATIONS OF thf: kf:rner test of the various 
PHARMACOPOTAS FOR QUININE SULPHATE. 


Phartnaco- 

pdiia 

Wt 

t.iken 1 

grm 1 

Con- 
tain- 
ing ‘ ; 
llA) 

Dried 

foi 

at 1 

r 

\V ater 
used , 

He.ited for 
.It 

t'oolcd for 
.It 

1 

0 c of 
MhOH 
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I. 

Ilntish 
Pharma- 
ceutical 
Codex 1 

1 

IS 4 

' ^ 1 
huufb 

50'’ 1 

i 

20 c C 1 

j 

6S^| 

i 

! 

1/2 

hour 

15 ° 

1/2 1 
hour 1 

1 

j 

6 c c. 

a 

French, 

188.1 

a ^ 

1.*; i 
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1 

’ i 

1/2 
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1/2 
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7 c c. 

’•! 
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1<)0<) 

1 I 

1 () 2 



30 0 c ; 

' i 

1 00“ j 

To dis- 
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;15° 

i 1/2 
j hour 1 
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4- j 

German, 
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a 

1 

IS 4 



' 20 c 0 I 

1 


15" 

1 

1 t/2 

1 hour 

' 7 c c 

5 . 

German, 
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j ' 

»5 4 

^ 1 
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40 j 
to j 

■50“ 1 
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1 

65° 1 

1 

1/2 
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1 2 
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i 

4 ec. 

6. 

Italian. , . 

i " ’ 

4 

■ 
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l 5 o‘T 

j 20 C C i 
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45“ 

, I/a 

1 hour 
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7. 
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1 ^ ' 
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' 

1 hour ]* , 

(40 

to 

50"]' 
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t 

1 i 

1 65° 1 
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j 

2 
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8. 
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1 
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1 

1 

2 
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i 

1 


* The figures in brackets indicate that the drying at the temperature named is carried out 
before the salt is weighed out. 
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The results obtained by this method arc only empirical owinp; to 
the difficulty of dissolving out cinchonidine sulphate from cr>*stals of 
quinine sulphate, and also on account of cinclionidine suljffiate forming 
a double salt with quinine sulphate in cr}'stallising out below 50° from 
its solutions. As pointed out by I). Howard {^Pharm. iSgf) [ivl 
3, 505) and by Tutin (Phann. J., igog Ire], 29, (>oo) quinine sul- 
phate is almost insoluble in even a very dilute solution of ammonium 
sulphate, and 0.1% of this salt in an impure quinine sulphate will 
make it appear purer than pure quinine sulphate. Mofcomt, should 
pure quinine sulphate contain a little free alkaloid the ammonia 
required in testing it will be far in excess of the amount re(iuired l)y the 
neutral salt. For these reasons reliance can l)e placed on Kerner s 
test only when the absence of alkaline sulphates has been proved, and 
when the neutrality of the salt has been assured. The former point 
is readily ascertained by evaporating 5 c.c. of the liltrale (which should 
be neutral to litmus) to dryness, and constant weight, on the steam- 
bath. If the residue weighs not more than 0.008 grm., the absence of 
soluble inorganic salts is proved. Biginelli {Monit, Sdent., 1908, 22, 
175-185) recommends that the limit of ash for (luinine sulphate should 
not exceed o.iVJ;. The great recommendation for Kerner’s test is that 
it is the only test that readily indicates the presence of hydnxiuinine 
and other little-known alkaloids, about the therapeutic effects of which 
little is known, and which certainly should not be i)resent m excessive 
quantities. 

On the point whether it is belter to treat the sample with water at 
60° or to too®, authorities are at variance. Hesse considers that at a 
boiling heat more of the quinine sulphate will pass into solution, and 
hence there will be a greater teiuhmcy to the re formation of thi; double 
salt when cry.stallisation takes place. Kerner and Weller also recom- 
mend the U.SC of water at 6o°. K. JungHeisch (J. J’harm. Clnm., 1886 |r]. 
15, 5;P/mrm. 18S6 [Hi], 17, 585) fii'es the preference to a boiling 
temperature, and points out the tendency to erratic results if less heat 
be employed. Paul (Pkarm. J., 18S6 [m], 17, S95) considers that 
the best results can only be obtained by using nearly sufficient water 
to effect the complete solution of the quinine sulphate at the b. p. 

The British Pharmacopa-ia of 1898 gives the following methods of 
testing commercial sulphate of quinine for accompanying alkaloids. 
The salt “should not contain much more than 5% of other cinchona 
alkaloids.” 
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Test for Cinchonidine and Cinchonine. — Dissolve 4 grm. of the 
quinine sulphate in 120 c.c. of boiling water. Cool the solution slowly 
to 50°, with frequent stirring. Separate, by filtration, the purified 
quinine sulphate which has crystallised out. Concentrate the filtrate 
by evaporation until it is reduced to 10 c.c. or less; transfer to a small 
stoppered flask, and, when cold, shake with 10 c.c. of ether and half 
that amount of solution of ammonia. Set aside in a cool place for not 
less than 24 hours. Collect the crystals, which consist of cinchonidine 
and cinchonine combined with quinine, on a tared filter, wash with a 
little ether, dry at loo*^ and weigh. These should not amount to more 
than 0.12 grm. 

Test for Quinidine. — Dissolve i grm. of the quinine sulphate in 
30 c.c. of boiling water; cool, and filter. To the solution add solution 
of potas.sium iodide and a little alcohol (90%) to prevent the precipi- 
tation of amorphous hydriodides. Collect any separated quinidine 
hydriodide, wash with a little water, dry and weigh. The weight 
represents about an equal weight of crystallised quinidine sulphate. 

Test for Cupreine. — Shake the recrystallised quinine sulphate, 
obtained in testing the original quinine sulphate for cinchonidine 
and cinchonine, with 25 c.c. of ether and 6 c.c. of solution of ammonia, 
and to this ethereal solution, separated, add the ethereal liquid and 
washings also obtained in testing the original sulphate for the 2 
alkaloids just mentioned. Shake this ethereal liquid with 6 c.c. of a 
lO/o solution of sodium hydroxide, adding water if any solid matter 
should separate. Remove the ethereal solution, wash the aqueous 
solution with more ether, and remove the ethereal washings. Add 
diluted sulphuric acid to the aqueous liquid heated to boiling, until 
exactly neutral. When cold, collect any crystallised sulphate of 
cupreine on a tared filter; dry, and weigh. 

Test for Cinchonine and Amorphous Alkaloids. — ftissove i 
grm. of the quinine sulphate in 30 c.c. of boiling water. Add i grm. 
of sodium potassium tartrate. Allow to cool, with frequent shaking; 
filter. The solution when evaporated to small bulk should give 
little or no precipitate with solution of ammonia. 

The foregoing tests are, of course, not intended for the detection and 
estimation of minute traces of accompanying alkaloids in quinine 
sulphate, as the therapeutic value of the salt is not so greatly affected 
by small quantities of other alkaloids. De Vrij (Chem. Zentr., 1885, 
968) has suggested the addition of suflScient sulphuric acid to convert 
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the bases into acid salts before separating them by fractional solution 
and crystallisation. Hesse (Pharm. 7., 1886 [«i], 17, 486), who 
expresses a high opinion of this method if carefully performed, rccom> 
mends the following mode of operating: 5 grm. weight of the sample 
is dissolved by the aid of heat in 12 c.c. of A' sulphuric acid contained 
in a small porcelain basin, and the solution poured into a funnel closed 
at the bottom, ^ in which it is allowed to cool. At Uie end of 2 hours 
crystallisation is complete, the stopper is removed, and the mother- 
liquor allowed to drain away as completely as possible, its removal 
being assisted by suction. The upper portion of the crystals is then 
pressed down with a glass rod and waslied with 3 c.c. of cold water, 
added drop by drop while the suction is kept up. The whole solution 
is then mixed with 16 c.c. of etlier (sp. gr. 0.721 to 0.728) and shaken 
up.^ 3 c c. of ammonia (sp. gr. 0.960) is next a<l(led, and the 
whole well shaken again. After standing i day the ether is removed 
with a pipette, and tlie crystals which have separated arc collected on 
a filter and washed with water saturated with ether. The filter is then 
placed on an absorbent surface, the crystals again washed w’ith some 
ether, and dried at 100° and weighed. 

D. Howard (Pharm. J., 1896 [iv], 3, 505) points out that although 
the cinchonidine almost entirely remains in the acid liquor, owing to 
the great solubility of the acid sulphate of quinine, the solution contains 
so much quinine that the cinchonidine largely remains dissolved in the 
ethereal solution. In order to obtain accurate results by this method, 
a sufficient quantity of the quinine sulphate must be taken to allow 
the solution separated from the first crop of ciystals to be evaporated 
to a small bulk, again crystallised, and the mother-liquor carefully 
separated from the crystals by a filter pump and shaken with ether and 
ammonia. If a complete analysis is required, the crystals of impure 
cinchonidfte should be dissolved in absolute alcohol and 2.1 c.c. of 
50% sulphuric acid for each grm. of crystal added. The cinchonidine 
will then crystallise out almost entirely as tetrasulphate, and, by 
neutralising the mother-liquor and evaporating off the spirit, the 
quinine may be obtained as sulphate. The ethereal solution still 
containing cinchonidine should be evaporated, the alkaloid crystal- 
lised as acid sulphate, and the mother-liquor again treated with ether 

i This may be conveniently effected by a glass rod introduced from above, and having 
the lower end covered with a short length of india-rubber tubing. The same rod can be 
afterward used for pressing down the cnrstals , , , , , 

* If the sample contain more than 10% of cinchonidine the volume of ether must be in- 
crease. 
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and ammonia. These last operations are, however, hardly necessary 
in practice, for when the test is carefully carried out, the quinine 
crystallising with the cinchonidine very nearly balances the cin- 
chonidine dissolved by the ethereal solution of quinine. 

A method of assaying quinine sulphate for cinchonidine, based 
upon the optical rotation of the solution, has been recommended by 
several authorities and is equally distrusted by others. Oudemans 
was among the first to experiment in this direction, and Hesse pro- 
posed a definite process of assay, based on the rotation of the sulphate. 
Koppeschaar jiroposed to emjiloy the tartrates by preference, while 
R. H. Davies operated on the sulphates. De Vrij has strongly recom- 
mended the optical method of examination, giving preference to the 
tartrates, Jungtleisch and Paul and Cownlcy have expressed strong 
distrust of the optical method, considering it manifestly impracticable 
to determine proportions of i and of cinchonidine in quinine 

sulfihate containing even minute proportions of the cinchonine and 
quinidine salts; and D. Howard slates that no published method gives 
the mixed tartrates of quinine and cinchonidine sufficiently pure to 
render the polarimctric assay absolutely reliable. Hesse has modified 
his former high opinion of the method, and points out that it is invali- 
dated by the presence of hydroquinine, which is invariably present in 
commercial quinine sulphate, and is not separated by converting the 
ba.scs into tartrates. A. K. L^ger ( /. JV/arm. Chim., 1904, 19, 427- 
434) condemns Oudeman’s method, but states that the mixture of 
quinine, cinchonidine, and cinchonine sulphates may be accurately 
estimated optically if the mixture be recrystallised, a saturated solution 
of quinine sulphate being employed as solvent. The cinchonine sul- 
phate remains in solution and is filtered off. The purified quinine and 
cinchonidine sulphates are then converted into tartrates, ^e optical 
rotation of which is estimated by Oudeman’s method. 

The presence of 1% of hydrotjuinine sulphate reduces the rotation 
to the same extent as 0.42% of the cinchonidine salt, and its presence 
accounts for the excessive and discordant figures for cinchonidine 
often obtained by those who rely on the optical method of assay. 
Ilydroquinine cannot be perfectly separated from quinine by several 
repeated recrystallisations of the neutral sulphate, but it can be com- 
pletely got rid of by converting the alkaloid into the acid sulphate and 
recrystallising this from water or alcohol, when the hydroquinine 
remains in the mother-liquor. 
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For the optical assay, Koppeschaar (Zeitsch. anal. Chcm., 1885, 24, 
362) recommends that the quinine and cinchonidine should be con- 
verted into tartrates by precipitating the neutral solution wiUi Rochelle 
salt, and the precipitate washed with a little cold water and dried at 
125-130°; 0.400 grm. of the dry product i.s Uien dissolved in 3 c.c. of 
normal hydrochloric acid, and the solution dilutctl with water at 15° 
to a volume of 20 c.c. The solution is placed in a jacketed tube kept 
at 15°, and the rotatory power observed by a polarimctcr employing 
monochromatic (sodium) light. From ihe angular rotation the 
specific rotatory power of the tartrate is then calculated by the formula 


; where S is the specific and a the angular rotation, and I 


the length of the tube in decimetre.s. From the figure thus obtained, 
the percentage of quinine tartrate, x, in the mixed tartrate may be 
ascertained by the following (Koppeschaar’s) formula: 


a; - 


IOO(S— ITf’J.O'j) 

82,4 


Each 1° of diminution in the specific rotation below 220.07° cor- 
responds to about 1.2% of cinchonidine tartrate in the mixed tartrates. 
The angular rotation is diminished by 0.077° presence of 

1% of cinchonidine tartrate. Notwithstanding the extreme accuracy 
of observation necessary. Hooper (Pharm. 7 ., 1886 [«i], 17, 61) 
has found the optical estimation of quinine in the mixed tartrates 
to give very satisfactory results. Hesse found the specific rotation of 
quinine, hydroquinine, and cinchonidine tartrates, for Oudemans’ 
concentration B, to be respectively, —212.5°, “176-9° and —132.0°. 

For the detection of cinchonine^ or quinidine in quinine sulphate, 
Hesse prpposes to dry the salt at 100°, and agitate i grm. with 
15 c.c. of chloroform free from alcohol. The liquid is passed 
through a small filter. If 10 c.c., on evaporation at a gentle 
heat, leave an amorphous residue weighing more than .035 grm., 
cinchonine or quinidine sulphate is certainly present. If the 
residue be crystalline •and less than the above weight, it may 
be tested for the foreign alkaloids by heating it with 5 c.c. 
of water, adding 0.5 grm. of potassium sodium tartrate, cooling, 
filtering from the precipitated quinine and cinchonidine tartrates, and 

* According to Laborde (Pharm. J., 1883 fml, 13, 684) the presence of cinchonine 
materially alters the physiological enects of quinine salts. 
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mixing the filtrate with an equal volume of ammonia. If quinidine 
or cinchonine be present, a precipitate will be formed, and may be 
further examined by agitation with ether (see page 541), or by treat- 
ment with potassium iodide (see page 522). Cinchonidine sulphate, 
if present, will remain undissolved by the chloroform, but will swell 
up into very bulky needles, which suck up the chloroform like a 
sponge and do not yield it again without pressure. 

L. Schafer (Arch. Pliarm.^ 1887, 225, 64, 1033) has described a 
method of testing commercial quinine sulphate, based upon the pre- 
cipitation of the boiling aqueous solution by neutral potassium oxalate. 
After cooling and filtering, the filtrate is tested by addition of sodium 
hydroxide. 

O. Schlickum {Arch. Fharm., 1887, 225, 128) has investigated 
Do Vrij’s chromate method (page 514), and finds it applicable, under 
certain conditions,' to the examination of quinine sulphate. On pre- 
cipitating a solution of this or other neutral quinine salt with neutral 
potassium chromate, and filtering after four or more hours, the filtrate 
remains clear on addition of sodium hydroxide, if the quinine salt was 
pure. In presence of 1.5^, o of cinchonine sulphate, or 1% of the 
quinidine or cinclionidinc salt, a turbidity is produced at once or after 
a time. 

A criticism of the accuracy of the various methods proposed for 
estimating quinine has been given by W. Hille {Arch. Pharm.y 1903, 
241, 54-110). 

A test for the purity of quinine sulphate, devised by Hesse and 
adopted by most pharmacopieias, consists in heating i grm. of the 
sample for a .short time to 40-50°, in 7 c.c. of a mixture of 2 volumes of 
chloroform and i of absolute alcohol. If the sample be pure it is 
completely dissolved, and the solution remains quite clear on cooling. 
Sulphates of other cinchona bases and various organic and inorganic 
impurities remain insoluble (compare page 525). 

A somewhat similar test has been described by E. Hirschsohn, 
according to which 0.2 grm. of the quinine sulphate should be briskly 
agitated with 5 c.c. of a mixture of 30 part^ of ^petroleum ether of 
0.680 sp. gr. with 70 parts of chloroform. The liquid is filtered, and 
diluted with 3 or 4 times its volume of petroleum ether, when an 
admixture of o.i% of sulphates of other cinchona bases will give rise 
to a turbidity or precipitate. 

For the detection , of amorphous alkaloid in commercial quinine 
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sulphate, De Vrij recommends the following method: The sample is 
dissolved in dilute acid, and shaken with ammonia and ether for 
estimation of total alkaloid. Sufficient A^/10 oxalic acid is added to 
the ether-residue to convert the alkaloid into neutral oxalate, and the 
liquid is evaporated at a steam heat and the residue thoroughly dried 
in the water-bath. It is then dissolved in chloroform, and the liquid 
filtered if necessary. The clear solution is next treated in a test-tube 
with a few drops of water, when crystals of quinine oxalate will appear 
in the chloroform. If the sample were pure the aqueous layer will 
remain clear and uncoloured, but if amorphous alkaloid be present 
it will be dissolved by the water and colour it yellow. 

Quinine Hydrochloride. — Hydrochlorate of quinine. B,HC 1 . 
This salt forms long asbestos-like prisms containing 21130 which 
become anhydrous at 100° without previously melting. The dehy- 
drated salt fuses at 158-160® without change, and is not converted 
into quinicinc, as stated by Pasteur (He.ssc). If an aqueous solution 
of quinine hydrochloride saturated at 15® be allowed to stand for .some 
time at about 0°, large octaliedral crystals containing 3H2O separate 
out. 

All the pharmacopoeias state that quinine hydrochloride contains 
2H2O, but the salt met with in commerce usually contains about 8^'^, 
of water, and consequently contains about 82^, of quinine against 
73 - 5 % iri the crystallised sulphate. Quinine hydrochloride is soluble 
in about 40 parts of cold water, in 3 parts of cold alcoliol (go%.), in i 
part of boiling water or 90% alcohol, and in 9 parts of cold chloroform. 
The anhydrous salt is very soluble in chloroform. Quinine hydro- 
chloride is very frequently substituted for the sulphate, on account of 
its greater solubility and purity. Thus it is used in making the Tinc- 
ture of Quinine, British Fharmacopiria. The hydrochloride is the 
more expensive salt, owing to the increased difficulty of crystallising 
and the high percentage of quinine contained in it. 

Quinine hydrochlorides may be prepared by acting on the sulphate 
with barium chloride. Hence it is apt to contain either undccomposed 
quinine sulphate, or else barium chloride. The latter impurity is, 
of course, very objectionable. 

The official method of the pharmacopoeias for the assay of quinine 
hydrochloride is a modification of Kemer’s test. 2 grm. of the hydro- 
chloride are dissolved in 20 c.c. of hot water together with excess of 
powdered sodium sulphate. The mixture is cooled to 15®, and the 
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test carried out as for quinine sulphate (see page 520). The method 
is obviously a faulty one on account of quinine sulphate being almost 
insoluble in a solution of sodium sulphate, and more soluble in a 
solution of sodium chloride than in water, both of which conditions 
are present in the test. Quinine hydrochloride is more likely to be 
contaminated with the similar salts of cinchonine and quinidine than 
with the hydrochlorides of cinchonidine and homocinchonidine. 

Quinine hydrochloride has on several occasions been accidentally 
mixed with or replaced by the corresponding salt of morphine. The 
impurity may be detected by warming the salt with dilute nitric acid, 
which acquires a yellow or red colour if morphine be present; or the 
salt may be placed in a porcelain crucible and moistened with very 
neutral ferric chloride, which will produce a green or blue colour if 
morphine be present. The production of a blue colour with mixed 
solutions of ferric chloride and potassium ferricyanide (page ^84) is also 
well adapted for the detection and approximate estimation of morphine 
in presence of cinchona bases. Lastly, the aqueous solution of the 
salt may be treated with ammonia and agitated with a small quantity 
of ether, when any morphine (or cinchonine) will remaifl undissolvcd. 

Quinine Dihydrochloride. Acid Ilydrochlorate of Quinine^ B.2IICL 
This salt forms a white crystalline powder, soluble in 0.75 parts of 
cold water, 5 parts of alcohol, or 7 parts of chloroform, and is insoluble 
in ether. According to tlie official formula the salt should contain 
12% of water, corresponding to 3H2O, but as met with in commerce 
it contains only 3 to 5% of water. From absolute alcohol it is obtained 
in fine necdly crystals containing 1H3O which is rapidly lost on exposure 
to warm air. From dilute alcohol prismatic crystals are obtained con- 
taining I molecule of alcohol and i molecule of water, the alcohol of 
crystallisation being lost on drying at 37°. 

There is an increasing demand for this salt for subcutaneous use. 

The remarks on the assay of the hydrochloride apply also to the 
assay of the dihydrochloride. 

Quinine Hydrobromide, BHBr+HjO. The salt forms white 
silky crystals which arc efflorescent. It is soluble in about 50 parts 
of cold water, in 0.7 parts of alcohol, 10 parts of chloroform, i part 
of boiling water, and in glycerin. Its solutions, are not, as has been 
stated, fluorescent. It begins to fuse at 152° forming a syrupy liquid 
at 200°. 

Quinine Dihydrobromide. Acid Hydrobromate of Quininef 
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B. 2 HBr-\- 2 >H 20 . This salt forms yellowish prismatic crystals or 
powder, soluble in 7 parts of cold water, very soluble in boiling 
water and in alcohol, but insoluble in ether. The hydrated salt 
melts between 81 and 82° 

Quinine Carbonate, B2II2CO3+H2O, is obtained by passing 
carbon dioxide into water containing freshly precipitated quinine 
hydrate, and exposing the resultant solution to the air. If forms 
translucent needles, efflorescing rapidly in the air, decomposing at 
110°, and soluble in water or alcohol Imt insoluble in ether. 

Quinine Chromate, 6311200^ + 2H2C). d'he anhydrous salt 
rapidly re-absorbs 2II2O on exposure to air. It is soluble in 2,.^oo 
parts of water at 15® and in 160 parts of boiling water, and has been 
recommended by De Vrij for the estimation of quinine (})age 514). 
It becomes anhydrous at 80°, and decomposes at a higher temperature, 
at 100° turning a bronze-green colour. 

Quinine Oxalate, B2H2C204d-6Il20, forms delicate needles 
soluble in 1,030 parts of water at 10°. 'The oxalates of the otJier 
frequently occurring cinchona bases are comparatively easily soluble, 
and L. Schiifer has based on this fact a method of scpaniting small 
proportions of these bases from cjuinine (page 526). 

Quinine Valerate forms colourless rhomboidal palates, having a 
pearly lustre and a faint odour of valeric acid. It is not delicjuescent, 
and fuses at a low temf)erature. (^)uinine valerate requires 110 parts 
of cold or 40 of boiling water for .solution, and is easily soluble in 
alcohol. It is liable to contain much the same impurities as tlie sul- 
phate (see page 520). Sulphate and hydrochloride of cjuinine, and 
valerate and acetate of zinc are also liable to be present. 

Quinine Tannate has come into use in medicine on account of its 
comparatively tasteless character. The commercial product varies 
greatly in its composition, the bitter taste decreasing with the amount 
of alkaloid contained in the specimen. 

For the preparation of quinine tannate, Pcltz recommends the pre- 
cipitation of a saturated solution of i part of quinine hydrochloride 
by 3 of tannin (in 10%^ solution previously neutralised by ammonia). 
After standing 24 hours, the w'ashcd precipitate is dried at a low tem- 
perature. So prepared, quinine tannate is a yellowish-white amor- 
phous powder, soluble in about 50 parts of cold w’ater or alcohol. Its 
solution gives the reactions of tannic acid. 

On precipitating quinine sulphate with tannic acid, a mixed com- 
VOL. VI — ^34 
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pound of variable constitution is precipitated (P. Biginelli, Gazzetta, 
1907, 37, 205; F. Mararo, Gazzetlay 1908, 38, 427). 

The Dutch Fharmacopma of 1905 states that quinine tannate should 
be prepared by dissolving 6 parts of quinine alkaloid in 12 parts of 
strong alcohol. The solution is heated on the water-bath and 13 
parts of dry tannic acid gradually added with constant agitation. 
The quinine tannate is then precipitated by the addition of 100 parts 
of water. This process yields a tannate containing 29 to 31% of 
quinine alkaloid. 

In some cases, the quinine in the commercial tannate is. largely 
replaced by other cinchona bases. The following analyses by Jobst 
(Arch. Phar 7 n., 1878, 212, 331; J. Chem.Soc., 1878, 34, 678) illustrate 
the composition of commercial “tannate of quinine.’' 
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To ascertain tlie proportion of total alkaloid in quinine tannate, 
Jobst powders i grm. of the sample and mixes it with milk of lime. 
The mixture is dried on the water-bath, and the resulting powder 
exhausted with chloroform. The chloroform is filtered, evaporated, 
and the residue weighed after drying at 120°. The alkaloid thus 
separated can be furtlier examined as described on page 523. There 
seems no reason why the mixture of the sample with milk of lime 
should not be agitated directly with chloroform, thus avoiding the 
evaporation to dryness of the aqueous liquid. A similar process is 
adopted by S. Neumann, who agitates the finely divided tannate with 
strong solution of sodium hydroxide and excess of ether. The pres- 
ence of solid particles in suspension, either in the ethereal or alkaline 
solution, shows that the sample is impure or that it has not been com- 
pletely decomposed. 

Quinine tartrate, forms a crystalline pre- 

cipitate, soluble in 910 parts of cold and more readily in hot water. 
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It becomes anhydrous at 100°, and is the best form for observing the 
optical activity of quinine (page 525). 

Other salts of quinine met with in commerce are the arsenate, ben- 
zoate, cacodylate, citrate, ethylcarbonate, formate, glycerophosphate, 
hydriodide, acid hydriodide, hydrofluoride, hypophosphite, lactate, 
phosphate, and salicylate. 

Quinine Citrate in combination with ferric citrate constitutes the 
Ferri et Quinitue Cilras, British Pharmacopceia and United States 
Pharmacopaia. 

Iron and Quinine Citrate occurs in commerce in the form of 
thin transparent deliquescent scales, varying in colour from a delicate 
greenish golden-yellow to yellowish-brown, according to the proportion 
of ammonium citrate present. The preparation should be somewhat 
slowly, but freely and completely, soluble in cold water. It is insoluble 
in alcohol or ether. The aqueous solution has a very bitter and chalyb- 
eate taste, and should be only very slightly acid. On adding ammonia 
to the cold solution, white quinine hydrate is thrown down, and the 
liquid assumes a darker colour. No ferric hydroxide is precipitated 
unless the liquid be heated, or a fixed alkali substituted for the 
ammonia. 

Citrate of iron and quinine is liable to several sophistications. 

The proportion of water in the sample may be ascertained by drying 
a weighed quantity in the water-oven. It averages 8^^, and should 
not exceed 10 to 12%. 

Adulteration with potassio-citrate or potnssio-tartraU of iron would 
be detected by the strongly alkaline reaction of the residue left on 
igniting the substance, a genuine preparation yielding an ash neutral 
or only very faintly alkaline to litmus paper. The substitution of 
tartaric acid for the citric acid of the sample is now improbable, but 
may be detected as described in Vol. i. 

The proportion of oxide of iron can be estimated in the pure prepara- 
tion with sufficient accuracy by igniting a known weight of the sample. 
After testing the ash for fixed alkali, a few drops of nitric acid should 
be added and the residue again ignited. This treatment ensures the 
complete combustion of the carlion. Citrate of iron and quinine 
ought to yield from 18 to 20% of ferric oxide on ignition. A more 
accurate estimation of the iron can be made in the ash, if desired. 

Excess of citric acid is indicated by the extra acidity of the sample, 
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but the commercial substance frequently contains a much larger pro- 
portion of acid than is prescribed in the British Pharinacopaia. 

Sulphates are almost invariably present in citrate of iron and 
quinine, owing to imperfect washing of the ferric hydroxide employed, 
or to the introduction of the quinine as sulphate instead of precipitated 
hydrate. The employment of sulphate of quinine is said to render 
the preparation liable to yield a turbid solution, but it has the advan- 
tage of preventing the inevitable loss of alkaloid attending the prepara- 
tion of quinine hydrate. ' 

The British Pharmacopivia requires that the citrate of iron anti 
quinine should contain 15% of alkaloid. The following is the official 
method of testing the compound: When incinerated, with free access 
of air, it leaves a residue which when moistened with water is not 
alkaline to test-paper (absence of fixed alkali). “ 5 grm. dissolved in 

45 c.c. of water and treated with a slight excess of solution of ammonia 
should yield a white precipitate, which, when dissolved out by repeated 
treatment of the liquid with ether, and the latter evaporated, and the 
residue completely dried at 120^, weighs 0.75 grm. This precipitate 
is almost entirely .soluble in a little purified ether; when burned it 
leaves but a minute residue; neutralised by sulphuric acid, it should 
answer to the characters of and the tests for c[uinine sulphate. 

The proportion of alkaloid in the citrate of iron and quinine of com- 
merce is often notably less than the required by the British 

Pharmacopivia (see Pharm. /., 1886 [//i], 17, 234; 1888 [///], 19, 
259; 1889 [///], 20, 1052). Very commonly only 13% is present, and 
occasionally (in Allen’s experience) from 9 to 11%, even in the case 
of preparations manufactured by English firms of fairly good repute. 
Foreign specimens sometimes contain only 4 or 5% of alkaloid, and 
substitution of the quinine by other cinchona bases is common. 
Amorphous alkaloids are not unfrequently present in considerable 
proportion. 

The United States Pharmacopivia states that the double citrate 
should contain at least 11.5% of dried quinine and 13.5% of metallic 
iron. The German Pharmacopeia states that the citrate should 

’ P W. Fletcher states that a preparation made with sulph.ate of quinine contains less 
calcium salts than when quinine hydrate is used, since the calcium salts introduced in the 
water employed for washing the alkaline feme hydroxide are retained by the latter, and 
are subsequently precipitated as calcium sulphate, instead of remaining in the finished 
product 

* The commercial product nearly always leaves a slightly alkaline residue, owing to the 
ferric hydroxide being precipitated with sodium hydroxide some of which is held tenaciously 
by the precipitate. 
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contain 9 to 10% of pure quinine alkaloid, and at least 30% of 
ferric oxide. 

Tincture of quinine, British Pharmacopa'ia^ was formerly directed 
to be made by dissolving 160 grains of crystallised quinine sulphate 
in 20 fluid ounces of tincture of orange-peel, by the aid of a gentle heat, 
the solution being filtered after 3 days. This was an unsatisfactory 
preparation, as in cold weather, or when loo weak a spirit was used, 
it was apt to deposit crystals of quinine sulphate, and so alter in 
strength. In some cases, at least, the deposit consisted largely of 
calcium sulphate. In the Pharmacopevia of 1898, 17 5 grains of quinine 
hydrochloride is substituted for the sulphate, so that the tincture is 
somewhat stronger than the old preparation. To ascertain the pro- 
portion of quinine in the tincture, i fluid ounce should be concentrated, 
and shaken with ether to remove the essentia^ oil of orange-peel. After 
removing the ether, the aqueous litpiid should be cooled, an excess of 
ammonia added, and then the whole shaken with etlier in tlic usual 
way (seepage 199). 

Wine of quinine, British Pharwacoptvuij contains i grain of quinine 
hydrochloride in each fluid ounce of orange wine. It is apt to be 
deficient in alkaloid or the quinine may be replaced by other cinchona 
alkaloids. For its assay, 2 fluid ounces may be concentrated to 1/2 
ounce, and then treated like the tincture of quinine (sec above). If 
the alkaloid prove insoluble in ether, a mixture of chloroform and amyl 
alcohol must be substituted for the ether. 

Ammoniated tincture of quinine, British PJtannacopa'ia, is 
obtained by mixing 2 fluid ounces of ammonia (sp. gr. 0.959) ^’ilb 
18 fluid ounces of 90% alcohol, adding 175 grains of quinine sulphate, 
and shaking until a clear solution is produced. It is assayed in a 
similar manner to wine of quinine (see above). 

Hydroquinine, was discovered by Hesse {Ber.j 1882, 

15, 856) in the mother-liquors from which quinine sulphate had been 
crystallised, and subsequently in the commercial salt itself, in which 
it is sometimes present to the extent of 4%- ^ Quinine can only 
partially be freed from hydroquinine by repeated crystallisation of the 
neutral sulphates, but the hydroquinine can be completely separated 


> The proportion of hydroquinine in the bark is very small, and bears no constant rela- 
tion to that of the quinine To obtain the hydroquimnc pure the alkaloids should be 
repeatedly crystallised as acid sulphates, the residual quinine destroyed at by pot.-isfiium 
permansanate, the hydnxiuinine liberated from the filtered liquid by sodium hydroxide, 
extracted with ether or cWoroform, and the neutral sulphate repeatedly recrystalliscd from 


boiling water. 
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by converting the alkaloid into the acid sulphate and recrystallising 
this from water or alcohol, when the hydroquinine remains in the 
mother-liquor. 

As precipitated from a cold solution of a salt by sodium hydroxide, 
hydroquinine is amorphous, but gradually becomes crystalline. In 
the latter condition it contains 2H2O, which is driven off at 115°. 
From chloroform and ether the alkaloid crystallises in delicate con- 
centric groups of needles. 

The anhydrous alkaloid melts at 172*^, with decomposition. 

Hydroquinine dissolves readily in alcohol, ether, chloroform, ben- 
zene and ammonia, but not in alkali hydroxide solutions, and is only 
very sparingly soluble in water. 

Hydroquinine resembles quinine in its laevo-rotation, fluorescence 
of its acid solutions, beh|viour with the thalleioquin test, and in its 
physiological action. It differs from quinine by only very slowly 
decolourising a solution of potassium permanganate. 

Crystalline compounds of hydroquinine with cupreine, quinidine, 
cinchonidine, and some other cinchona bases have been obtained; but 
not with cinchonine or hydrocinchoninc. 

Hydroquinine has the usual well-marked basic characters of the 
cinchona alkaloids, and forms neutral and acid salts. 

The sidphate, B2HjS04-h6H20, forms short prisms, soluble in 
348 parts of water at 15®. The salt BH2SO4 forms long needles, very 
soluble in water. Heated to 140° the acid sulphate is converted into 
the corresponding salt of its isomer hydroquinicine, but with dilute 
sulphuric acid this change does not occur. 

The tartrate crystallises with 2H2O in prisms which become anhy> 
drous at 120° and are soluble in 545 parts of water at 17°. The 
chromate is more soluble than the quinine salt, but crystallises with it, 
and can only be partially separated by boiling with water. BHCl -h 
2H3O is readily soluble. On mixing its solution with potassium iodide, 
the hydriodide separates as an oily mass which gradually solidifies but 
does not become crystalline. The acid salt, B(HI)2-I-4H20, crystal- 
lises in brilliant yellow needles, readily soluble in hot water to a colour- 
less solution, from which the yellow salt separates again on cooling. 

When heated to 140^ with strong hydrochloric acid, hydroquinine 
loses a methyl group, and is converted into hydrocupreine, C,9H2402N2. 

Hydroquinicine neutralises acids completely and forma some 
crystallisable salts. When an ethereal solution of the base is gradually 
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mixed with a solution of oxalic acid in ether, neutral hydroquinicinc 
oxalate is formed as an amorphous brown mass, readily soluble in 
chloroform; whereas the oxalate of quinicinc, obtained similarly, 
forms a voluminous precipitate, consisting of very minute needles. 

Quinidine. Conquinine. CjoHa^OjNj. 

This base is isomeric with quinine, and occurs frequently in cin- 
chona barks (especially Cinchona Pitayensis) in association with 
quinine and other alkaloids. It also occurs in cuprea bark. 

Quinidine (see also page 194) crystallises from alcohol with 2.5II3O 
in large monoclirdc efflorescent prisms or needles. From absolute 
alcohol it crystallises in large prisms enclosing i molecule of alcohol. 
From ether permanent rhombohedra containing 2II3O arc obtained, 
and from boiUng water permanent plates with 1.5H3O. The whole 
of the water is driven oil at 120°. It separates from benzene in 
anhydrous needles which melt at 171.5°, with decomposition. It is 
soluble in 2,000 parts of water at 15°, in 22 parts of ether at 20°, in 
26 parts of alcohol at 80°, and is not very soluble in chloroform, 
benzene, or carbon disulphide. 

Quinidine is strongly dextrorotatory, its solutions in 97% alcohol 
giving [a]y= +236.77 -3*01 c=i to 3. 

Quinidine resembles quinine in its taste and physiological effects, 
in being deposited in hydrated crystals from alcohol, in its tolerably 
ready solubility in ether, in giving the thalleioquin reaction, and in the 
fluorescence of its solution in dilute sulphuric acid. It is distinguished 
from quinine by the permanent bulky precipitate its solutions yield 
on successive treatment with chlorine water, potassium ferricyanide, 
and ammonia; by the very sparing solubility of its hydriodidCy and by 
its solutions being dextrorotatory. 

Quinidine Sulphate, B,H,SO^+ crystallises in white 
needles or long hard prisms which require io8 parts of cold or 7 of 
boiling water for solution. It dissolves in 7 parts of cold alcohol, and 
in 20 of chloroform, but is almost insoluble in ether. The salt differs 
from the sulphates of the other cinchona alkaloids in requiring a tem- 
perature of 120® to render it anhydrous, and in readily taking up the 
water again in moist air. 

Quinidine sulphate is an official remedy in France. It is examined 
for other alkaloids by a test slightly modified from one devised by 
De Vrij (P/tam. 1877 [Hi], 8, 745). who utilises the fact that 
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quinidine hydriodide requires 1,200 parts of water for solution. To 
test the purity of the commercial sulphate of quinidine, 0.5 grm. is 
dissolved in 10 c.c. of water at 60®, and an equal weight of iodide of 
potassium free from any alkaline reaction added. If the sample be 
pure, quinidine hydriodide is precipitated on stirring and cooling as a 
heavy sandy powder, and if the liquid be allowed to stand for half an 
hour with frequent agitation and is then filtered, addition of i or 2 
drops of ammonia will cause no turbidity in the clear filtrate. A slight 
turbidity indicates a trilling admixture of other alkaloids, but if a 
decided precipitate occur the alkaline liquid should be shaken with a 
mixture of amyl alcohol and chloroform, or chloroform only, and 
the solvent evaporated to ascertain the proportion and nature of the 
admixture, which may be cinchonidine or quinine, but is usually 
cinchonine. The appearance of the precipitated hydriodide is some 
indication of the presence of impurity, as in the presence of cinchonine 
or cinchonidine it is resinous instead of being sandy. 

For the detection of inorganic impurities {e. calcium or sodium 
compounds) in commercial quinidine sulphate, Hesse treats i grm. 
of the sample with 7 c.c. of a mixture of 2 volumes of chloroform with 
I of alcohol of 95 /(;. Complete solution will take place in the absence 
of impurities. 

I'he presence of cinchonidine sulphate in the quinidine salt may l)e 
detected by treating the .sample with pure chloroform Unless only a 
very small proportion of the impurity be present, part of it will remain 
iindissolved. Smaller quantities may be detected by shaking the 
chloroform solution with cold water, in which the w'hole of the cin- 
chonidine and part only of the quinine salt will dissolve, and the former 
will be precipitated on addition of Rochelle salt. 

A solution of quinidine sulphate in chloroform is at first colourless, 
but on keeping becomes yellow with a slight green rellection. On 
shaking this solution with water, the colouring-matter is extracted 
and the aqueous liquid shows a magnificent green fluorescence. 

Quinamine. Cliinamine. C19II24O2N2. 

This alkaloid was first discovered by Hesse in the bark of Cinchona 
sticcirubra, and has since been detected in C. ofjkinalisy rosulenta, and 
several varieties of Cincimia Calisaya, particularly ^ 

^ The mother-liquors from the crystals of quinine sulphate are precipitated with Rochelle 
salt, the filtrate treated with ammonia, and the precipitate washed with ether. The ethe- 
real washings are treated with acetic acid, the liquid neutralised, and while warm treated 
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Quinamine crystallises in delicate hair-like anhydrous needles, 
which melt at 172°. [a]'^ in 2% alcoholic solution (97% alcohol) 

is + 104.5°. 

Quinamine is nearly insoluble in cold water, more readily in boiling. 
Hot alcohol dissolves it freely. It also dissolves in boiling ether, 
petroleum spirit, and benzene. 

Quinamine itself is almost tasteless, but its solutions in acids are 
very bitter. The solution in excess of dilute sulphuric acid exhibits 
no fluorescence. Acid solutions of quinamine are very prone to 
decomposition with formation of an amorphous alkaloid called- quin- 
amidine, isomeric with quinamine. Quinamicine is also formed 
and under certain conditions aj^quinamine, CjjjlIjjONj, results. 
When tested with chlorine or bromine water and ammonia, solutions 
of quinamine yield a yellowish amorphous precipitate, but no green 
colour. The solid alkaloid, when moistened with strong nitric acid, 
gives a yellow colouration. 

Conquinamine, C'.y]l2/)2N2, occurs with quinamine, but in 
smaller proportion, it may be separated from the latter base by 
fractional cr^'stallisation of the nitrates, oxalates, or hydrobromides, 
tlie coiKiuinamine salts being in each case the less soluble {Atitialcti, 
1881, 209, 38, 62). ('oiHjuinamine forms (olourless or golden- 
yellow tetragonal crystals, m. p. 121-12^°, easily soluble in etlu'r, 
chloroform, and benzene. [oJd " +2opT° for a 4^,^ solution in 
absolute alcohol (Oudemans, Annalniy 1881, 20Q, 46). ]i2ll2^^\^* 

a; IIoO is very soluble, d'he aurlchloridc is a yellow i)recij)itat(*, 
becoming purple. CoiKjuitiamine closely resembles (juinamine. 
When heated with concentrated hydrochloric acid, it yields 
apoquinamine, CiyIl220N2. 

Cinchonidine. (.See also page 499.) 

This base is contained in several species of cinchona, but is especially 
characteristic of the red bark of C. sua iruhra It was formerly con- 
fused with quinidinc, and the name conchinine was used to distinguish 
them. • 

with potassium thiocyanate, till on cooling cinchonine can no longer he detected 0'”^*' 
dine 13 then precipitated, together with colouring matter The filtered liquid is tre.itetl 
with sodium hydroxide, and the resinous precipitate dissolved in a minimum of hot HoVo 
alcofiol, from which quinamine crystallises on cooling 

‘ Cinchonidine was formerly believed to contain C^oHs^ONj; but its conversion bv beat- 
ing With concentrated hydrochloric acid into apocinchonuiine, Ci,,H^;ON 2 , without forma- 
tion of methyl chloride, and analyses of hydrochlonde, sulphate, and platinichlonde es- 
tablish the formula given in the text. 
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Cinchonidine crystallises in short anhydrous prisms or thin plates, 
soluble in i6 parts of alcohol and i88 of ether. It is readily soluble 
in amyl alcohol and chloroform. It is kevorotatory, [a]o^ (where 
c«4), in chloroform solution being — 70.0° (Hesse) ; while in dilute 
hydrochloric acid solution (^=5) —174.6®. In 97% alcohol 

= — 107.48 + 0.297 where c=i to 5. 

Cinchonidine resembles quinine in the sign of its optical activity, 
in the insolubility of the anhydrous neutral sulphate in chloroform, 
and in the sparing solubility of the tartrate in water. According to 
Hesse, it forms a crystalline compound with quinine containing 
C2 oH2402N2 4-2CioH 230N2. It is distinguished from quinine by 
its lower specific rotation, its more sparing solubility in ether, its non- 
fluorescence, by not giving the thalleioquin reaction, and by the greater 
solubility of its neutral and acid sulphate and iodosulphate. The 
accurate separation of cinchonidine from quinine presents great 
difficulties, and is discussed at length on page 523 el seq. Cinchonidine 
has only about two-thirds of the therapeutic activity of quinine. 

Cinchonidine is isomeric with cinchonine, from which it differs 
by its lajvo-rotation; its greater solubility in ether; the insolubility 
of its tartrate in water; the insolubility of the anhydrous sulphate in 
chloroform; and the formula of the crystallised sulphate. 

By boiling cinchonine with potassium hydroxide and amyl alcohol 
part of the alkaloid is converted into cinchonidine. (Koenigs and 
Husmann, /ier., 1896, 29, 2185.) 

The following table shows the formulic and solubilities of the prin- 
cipal salts of cinchonidine: 


Solubility in water 


Salt 

Formula 

Appearance 

Cold 

Hot 

Hydrochloride 

1 

UHCl + iH.-O. ' 

i 

1 

! Double pyramids 

1 or octahedra 

30 

Readily 

soluble. 

Hydrobroimde . . 

BHBr+iILO. 

Long colourless 
needles. 

40 

Freelv 
j soluble. 

Sulphate 


Silky lustrous nee- 
t dies, or thin quad- 
ratic prisms. 

A 100 

4 

Oxalate 

B:HjC204 + 6 H.0. 

Prismatic crystal- 
line powder. 

asa at ia“ 

- 

Tartrate 

B. 0411 * 0 .+ 3H2O. 

[Crystalline precip- 
itate. 

136s at lo** 
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Cinchonidine sulphate, BJH3SO4, is remarkable for the number 
of hydrates it is capable of forming. From a moderately concentrated 
aqueous solution it crystallises with 6H2O in brilliant needles; from 
a hot and concentrated aqueous solution in hard prisms or acicular 
silky crystals containing 3H2O (official in the British and United States 
Pharmacopoeias)) and from alcohol in fine prisms with 21130. A 
hydrate containing 5H3O has been described by Hesse. ^ The hexa- 
hydrate is somewhat efflorescent. All water is lost at 100 °, and 21130 
re-absorbed in moist air. 

Cinchonidine sulphate is sometimes contaminated with an admixture 
of the corresponding salts of cinchonine and quinidine. To detect 
these, Hesse {Zeitsch. anal. Chem.j 1876 , 15, 464 ) dissolves 0.5 grm. 
of the salt in 20 c.c. of water at 60 ^, and adds 1.5 grm. of Rochelle salt. 
A crystalline precipitate of the sparingly soluble cinchonidine tartrate 
is produced. After standing i hour the liquid is fdtered, and the 
filtrate tested with a drop of ammonia. Any turbidity or precipitate 
is due to the presence of more than 0 . 5 % of cinchonine or 1 . 5 % of 
quinidine. These may l^e distinguished by treating the filtrate with 
potassium iodide as described on page 526 . 

Hager recommends the use of o.i grm. of cinchonidine sulphate, 
0.3 of Rochelle salt, and 20 c.c. of cold water. The liquid is frequently 
agitated, filtered after i hour, and tested with a few drops of ammonia. 
As thus performed, the test is less strict than that of Hesse, but perhaps, 
on that account, is better suited for medicinal purposes. 

The precipitate of cinchonidine tartrate obtained in the above tests 
is soluble in about 1,200 parts of cold water, but almost wholly 
insoluble in a strong solution of Rochelle salt. After drying at 100 °, 
it contains 80 . 84 % cinchonidine. It will contain quinine if any 
of that base were present in the sample. In such ca.se the solution of 
the precipitate in excess of dilute sulphuric acid will be notably 
fluorescent. 

Hesse has also proposed to distinguish the sulphates of the cinchona 
bases by their behaviour with chloroform. The anhydrous neutral sul- 
phates of quinine an^ cinchonidine are almost insoluble in alcohol-free 
chloroform, while the corresponding salts of cinchonine and quinidine 
dissolve readily (see pages 525 , 536 ). Cinchonidine sulphate requires, 
when anhydrous, 300 of boiling or 1,000 parts of cold chloroform, the 


*Five commercial samples of cinchonidine sulphate examined by A. B. Prescott, lost, 
at 100®, proportions of water rangingfrom 6,36 toy. 04%. BiMtSOi-t-jlhO requires 7 30%. 
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undissolved portion becoming gelatinous. In the presence of cincho- 
nine or quinidine sulphate its solubility in chloroform is increased: 
It is soluble in loo parts of cold water, 6o parts of alcohol, and is 
almost insoluble in ether or benzene. The anhydrous salt melts at 
205°, with decomposition. 

The presence of quinidine and quinine in cinchonidine sulphate 
can be recognised by the thallcioquin reaction and the fluorescence of 
the solution in dilute sulphuric acid. 

Homocinchonidine, Cj 9 H 22 ^N 2 (see also page 499), accompanies 
cinchonidine in many cinchona barks, especially that of C. rosulenta, 
and passes into the dark sulphate mother-liquors in the quinine 
manufacture. It crystallises from alcohol in anhydrous prisms, or 
from a dilute solution in leaflets, almost insoluble in water, but soluble 
in chloroform. BjIIj^O^ + CIIjO crystallises from hot water in white 
needles, but from strong solutions tlic salt separates as a white mass, 
which after drying resembles magnesia. 

Ilesse states that homocincJionidinc is an essentially diflerent sub- 
stance from cinchonidine, and that it is not possible to convert one 
into the other. The ^vo bases may be separated by fractional crystal- 
lisation of their sulphates from aqueous .solution. Homocinchonidine 
sulphate to which has been added 1% of quinine sulphate crystallises 
in the form of cinchonidine sulphate, and, by many chemists, it is 
regarded as a pure form of the latter salt, the only point of difference 
being the crystalline form. 

Hydrocinchonidine, Cj9ll240N2, occurs in the mother-liquors 
from cinchonidine sulphate. It crystallises from dilute alcohol in 
leaflets, and from absolute alcohol in short anhydrous prisms, m. p. 
230^^. It is less soluble in alcohol than cinclionidine, and is almost 
insoluble in water, ether or chloroform. It is lacvorotatory, and is 
itlentical with cinchamidine. 

Cinchonine. Ci,Il220N2;orCJIoN.CTl2.C7lIio(OH)(CH=CIl2)N.» 

This important alkaloid is almost invariably present in cinchona 
barks. When the free bases arc crystallised from alcohol the cincho- 
nine is deposited largely before the quinine; unless the latter base is 
present in relatively large amount, in which case the greater part 
should be previously removed by crystallising the sulphates. 

Cinchonine crystallises from alcohol in anhydrous shining prisms 
or needles. It melts at 264® to a colourless liquid, and partially 

' The constitution of cinchonine is discussed on page 501. 
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sublimes at a higher temperature. According to Hlasiwetz, it may be 
readily sublimed in a current of hydrogen or ammonia. 

Cinchonine is soluble in 3,670 parts of water at 20 °, and in 2,500 
at 100*^. I part of cinchonine dissolves in 120 parts by weight of coKl 
rectified spirit or 28 of boiling alcohol, in 350 parts of chloroform, in 
371 of ether, and in 109 parts of amyl alcohol. It requires only 
about 13 parts of a mixture of 6 grm. of chloroform with i of rectilied 
spirit, and is soluble in 23 parts of a mixture of 4 of chloroform and i 
of amyl alcohol. 

A. B. Prescott found the following to be the solubility of cinchonine 
in different physical conditions, and at the boiling-point of the solvent: 


P.irts of wMshed sohent rc(imrt‘d 


Coridition of 


alkaloid 

ether 

Chloroforni 

Aiii\l all oli<il 

Ik n/( nr 

Cryst.ilhsed 

710 

1 



Amorphous 

sO 1 




“ Nascent," ‘ 


1 17.H 

2 2 

t7 <> 


It will be seen from these results that amyl alcohol is by far the best 
solvent for cinchoninc,cxcept a mixture of amyl alcohol and i hloroform. 
On the other hand, ether is the best solvent for effi*cting an approxi- 
mate separation of cinchonine from quinine. 

When heated to a high temperature with an alkali, (inchonine 
yields quinoline, CJI7N, together with other products. With iodine 
trichloride, cinchonine yields a yellow precipitate. 

Cinchonine is not precipitated in the cold from a solution containing 
tartaric acid by adding sodium hydrogen carbonate. On heating 
the liquid, however, carbonic acid escapes and cinchonine is separateil. 

Cinchonine is not precipitated from a dilute neutral solution by 
Rochelle salt, its tartrate being soluble in 33 ])arts of cold water. 

The precipitate formed by ammonia in solutions of cinchonine is 
not soluble in excess of the reagent. The precipitate is amorphous 
when first produced, but speedily becomes crystalline. 

Cinchonine is sharply distinguished from quinine by the very 
limited solubility of the free base in ether, by the solubility of the anhy- 
drous neutral sulphate in chloroform, by the solubility of its neutral 


1 To obtain the alkaloid in the "nascent*' state, the solvent was added to its sulphuric 
acid solution, which was then warmed to the b p of the former The liquid was next rnado 
slightly alkaline with ammonia, shaken, kept warm for 5 minutes, and hltercd 
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tartrate in water, by its failure to give the thalleioquin reaction, by its 
dextrorotatory power, and by the non- fluorescence of its solution in 
excess of dilute sulphuric acid. Methods of detection and separation 
based on these facts are given on pages 520 and 521. 

Cinchonine sulphate, (CioH220N2)3H2S04-f2H20, forms short, 
hard, shining, clino-rhombic prisms, with dihedral summits. The 
salt becomes anhydrous at 100®, and melts with partial decomposition 
at about 200°. Cinchonine sulphate has a very bitter taste, dissolves 
in 58 parts of cold water, 32 parts of water at 80°, 10 parts of cold 
alcohol, and in 5.2 parts of alcohol at 60°. It is insoluble in ether or 
benzene. The anhydrous salt is soluble in 60 parts of cold or 22 of 
boiling chloroform, a fact which distinguishes it from the sulphates of 
cinchonidinc and quinine. 

A solution of cinchonine sulphate docs not give the thalleioquin 
reaction, and is not rendered fluorescent by dilution with very weak 
sulphuric acid. 

The mode of assaying of cinchonine sulphate is sufficiently indicated 
under the head of “Quinine Sulphate’^ (page 517 e/ seq.). 

Cinchonine hydrochloride, CigH220N2,nCl-l- 2H2O, is readily 
soluble in water and alcohol, and somewhat so in ether and chloroform. 
It has been not unfrequently employed to adulterate sulphate of qui- 
nine. In such case the solution of the sample in very dilute sulphuric 
or nitric acid will give a while, curdy precipitate of silver chloride on 
adding silver nitrate. Cinchonine will be detected by the tests for 
that alkaloid. 

When heated in a dry test-tube, cinchonine hydrochloride gives 
purple fumes much resembling the vapour of iodine. The sulphates 
of the cinchona bases do not give this reaction. 

Hydrocinchonine, or cinchotine, Cn,Il240N2, generally occurs 
with cinchonine, and is sometimes found to the extent of 10% in com- 
mercial cinchonine, from which it is obtained by recrystallising the 
alkaloid from alcohol. The alcoholic filtrate is acidified with sulphuric 
acid and treated at o® with potassium permanganate solution till a red 
colour persists. The hydrocinchonine is then precipitated from the 
filtrate with ammonia. 

Hydrocinchonine crystallises in anhydrous prisms, m. p. 286®. It 
is soluble in 136 parts of 90% alcohol at 15°, and in 534 parts 
of ether at 20°. It is almost insoluble in cold water, but dissolves 
notably in hot water. It is dextrorotatory. Rabe gives [a]” = + 192. i, 
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when c = o.4o 6 in 99% alcohol {Annalen, 1910, 373, 100). Hydrocin- 
chonine sulphate, (CjaH2^0N2),HjS0,-f- 12II2O, crystallises in efflor- 
escent prisms, soluble in about 30 parts of cold water. The hydro- 
chloride, BHCl-t-2H30, crystallises in fine needles, soluble in 47 parts 
of water. 


Amorphous Cinchona Bases. 

Quinoldine is obtained in quinine factories by precipitating the 
brown mother-liquors with ammonia. When first used cjuinoidine 
contained a great proportion of the alkaloids other than quinine con- 
tained in the bark, but as the processes of manufacture of the crystalline 
alkaloids have been improved it consists of the uncrystailisable bases 
in the bark in most uncertain proportions, with any quinicinc and 
cinchonicine that may have been formed in the process of manufacture. 
The uncrystailisable bases of the bark consist largely of anhydro- 
bases. 

Commercial quinoidine is a dark brown, brittle, “cxtractiform’^ 
mass, softening below 100®, and having usually a slight alkaline 
reaction. It is a product which has never been very favorably regarded 
in this country, though is has received official recognition in the German 
Pharmacopoeia of 1882 and the United Suites Pharmcuopaia of 1883, 
but has been omitted from the latest editions of both. Both works 
limit the ash to 0.7%. By the latter it is described as almost insoluble 
in water, freely soluble in alcohol, chloroform, and dilute acids, and 
partly soluble in ether and benzene. When triturated with boiling 
water, the liquid, after filtration, should be clear and colourless, and 
should remain so after addition of an alkali. The German Pharma- 
copoeia requires that quinoi’dine should dissolve clear in an equal weight 
of I part of dilute acetic acid with 9 parts of water, so as to leave 
scarcely any residue; and it must also form a clear solution with 9 
times its weight of cold dilute spirit. Quinoidine is said to be liable 
to adulteration with mineral matters, resins, liquorice, glucose, etc., 
all of which sophistications would be detected by one or other of the 
above tests. 

Quinicine, is a yellowish, amorphous, anhydrous 

substance, which melts at about 60°, assuming a reddish-brown colour 
which becomes darker at 100°. It is nearly insoluble in water, but 
has a bitter taste. The alcoholic solution has a strong alkaline reaction, 
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and absorbs carbon dioxide from the air. The alkaloid is readily sol- 
uble in chloroform or ether. Quinicine gives a green colouration 
when treated in solution with chlorine- or bromine-water and ammonia, 
but is distinguished from quinine and quinidine by producing a white 
amorphous precipitate with sodium hypochlorite or solution of 
bleaching powder. In applying this test the liquid should be slightly, 
but not strongly, acidified with hydrochloric acid. Quinicine may 
be separated from the accompanying alkaloids by adding ammonia, 
when the ammonium salt formed dissolves the liberated alkaloid, which 
may then be recovered by agitation with ether. If sodium hydroxide 
be employed instead of ammonia tlie alkaloid is thrown down as an 
oily mass. 

A solution of quinicine in excess of dilute sulphuric acid has a yellow 
colour l)ut exhibits no lluorescence. 

(Quinicine forms a crystalline oxalate, bitartratc, sulphocyanide, 
and hydriodidc, and double salts with the chlorides of platinum and 
gold. Hesse claims to have prepared a crystalline sulphate and 
bisulphate, but later workers have been unable to obtain cither of these 
salts in a ciy^stalline .state. Quinicine is dextrorotatory, a 2 % solution 
in chloroform giving [a];/ — +44.1'^. 

()uinicine solutions are not precipitated by Rochelle salt. They 
are completely precipitated by adding excess of potassium thiocyanate, 
which throws down quinicine thiocyanate as an oil which subsequently 
solidities. It is soluble in pure water, but insoluble in solutions of 
alkaline thiocyanates. 

Cinchonicine, Cj(,Il220N2, when precipitated by sodium hydroxide 
from the solution of one of its salts, forms a yellow viscous mass readily 
drawn out into colourless strings. It liquefies at about 50°, and at 
80° turns brown. At higher temperatures (c.^., 100°) it becomes 
dark brown, and is converted into a substance resembling “quinoi’dine.” 
Upon cooling it remains soft. 

In most reactions, including its behaviour with ammoniacal salts 
and with hypochlorites, cinchonicine closely resembles quinicine, and 
hence is distinguished from cinchonine and cinchonidine. It is 
distinguished from quinicine by not giving a green colour witli chlorine- 
or bromine-water and ammonia. 

Cinchonicine is bitter, and in the free state has a strongly alkaline 
reaction. The free alkaloid liberates ammonia from its salts, and 
combines with carbon dioxide. It forms a crystalline oxalate, hydro- 
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gen tartrate, hydriodide, and platinichloride. It is dextrorotatory, 
a 1% solution of the base in cliloroforni or absolute alcohol giving 

Anhydro-bases. Certain amorphous bases, distinct from quini- 
cine and cinchonicine, exist ready-formed in cinchona barks. They 
are not convertible into quinicine or cinchonicine, and appear to be 
formed by the coalescence of 2 molecules of the crystallisable alkaloids, 
accompanied in the case of quinine and quinidine witli the elimination 
of a molecule of water. Thus: 

Quinine or Qainidine. Diqumioine. 

2C„H„0N, = 

Cine honidine or Dicinchonicinc. 

Cinchonine. 

The molecular formula of these alkaloids is probably not as represented 
above, since Hesse on determining the molecular weight by the cry- 
oscopic method obtained a similar result to tliat given by cinchonine. 

These bases constitute the greater part of the amorphous alkaloid 
contained in commercial quinoidine. They are wholly amorphous, 
as also are all their salts. The solution of diquinicine in excess of 
dilute sulphuric acid is fluorescent, gives the thalleioquin reaction, 
and is dextrorotatory. Dicinchonicinc docs not possess these 
characters. 

De Vrij has pointed out a distinction between quinicine, cinchonicine, 
and the natural amorphous alkaloids. If the neutral oxalates of the 
bases be rendered anhydrous by heating at 100°, and the dry salts 
treated with chloroform, they behave in a characteristic manner. Oxa- 
late of quinicine dissolves sparingly in chloroform at the ordinary 
temperature, but freely in the boiling liquid. On cooling, the solution 
deposits the greater part of the oxalate in crystals. Anhydrous 
cinchonicine oxalate dissolves freely in cold chloroform. By adding 
a few drops of water on the surface, the solution is transformed in a 
few minutes into a solid mass. The oxalates of the natural amorphous 
alkaloids are very soluble in chloroform. The solution remains clear 
on adding a few drops of water, but the water dissolves out some of 
the oxalate from its chloroform solution. The amorphous oxalate is 
highly deUquescent, but the oxalates of quinicine and cinchonicine 
remain unchanged in the air. 

VoL. VI.— 35 
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Alkaloids of Remijia Barks. 

The barks of the various species of Remijia vary greatly in the 
alkaloids which they contain. Thus, while the bark of R. pedunculata 
contains quinine and the allied alkaloid cupreine, that of R. Purdieana, 
which anatomically closely resembles the former, and has been con- 
founded with it, contains no alkaloid closely related to quinine except 
comparatively small proportions (o.i to 0.2%) of cinchonine and 
cinchonamine. Cusconidinc, which occurs in the bark of R. Purdieana^ 
is also found in that of Cinchona Pclleticrana, together with cusconine 
and aricine, which two bases do not appear to be present in Remijia 
bark. The bases i.solated from this bark by Hesse were (in addition 
to cinchonine and cinchonamine) concusconine, chairamine, con- 
chairamine, chairamidine and conchairamidinc, the formulae and 
certain characters of which are given on page 500.^ Concuscamidine 
does not appear to be a definite substance. All these alkaloids^ like 
aricine and cusconine, contain 4 atoms of qxygen, and form a group 
only distantly related to cinchonine and cinchonamine. Concusconine 
has the same empirical formula as cusconine, aricine, and brucine, 
and resembles the strychnos nlkaloids in some of its reactions. It 
crystallises with ilIjO, and is dextrorotatory, while cusconine has 
a lower m. p., crystallises with 4II3O, and rotates to the left. Con- 
cusconinc resembles chairamine and its isomers in giving a deep green 
colouration when the solution in hydrochloric or sulphuric acid is 
mixed with concentrated nitric acid, a property which is not common 
to cusconine or aricine. Echitamine or ditainCy an alkaloid contained 
in the bark of Ahtonia scholarisy" only differs by H3 from chairamine 

'To extract the whole of the alkaloids amounting to 2 to 3%, Hesse treated the finely 
ground l>ark with hot alcohol, distilled off the solvent, treated the residue with excess of 
sodium hydroxide, and agitated with ether. On shaking the separated ethereal layer with 
dilute .sulphuric acid, a pxile yellow, curdy mass ^A) separated, a portion of which remained 
Busnended in the ether and part in the yellow acid liquid (B). On separating the latter (B) 
anti adding very dilute nitnc acid, ctnchottamtne nitrate was precipitated (mixed with the 
nitrates of some of the bases of group A), while ctnchontTt^ remained in solution. The curdy 
precipitate (A) was digested with dilute sodium hydroxide, the liberated alkaloids washed 
and air-dried, dissolved in hot alcohol, and treated with one-eighth of their weight of sul- 
phuric acid (H1SO4) Almost all the concuscontne immediately precipitated as sulphate, 
a small additional quantity separating on cooling. Chairamine hydrocliloride was precipi- 
tated on adding strong hydrochloric acid to the cold alcoholic mother-liquor. The filtrate 
from this was warmed and treated with a little potassium thiocyanate, and the precipitate 
of conchatramttte thiocyanate filtered off On adding more of the reagent, till the dark 
coloured solution became light brown, a pitchy mass separate, after the removal of which 
the solution was treated with excess of ammonia and stiaken with beneene. The benzene 
was extracted with acetic acid, and the acetic solution treated with a saturate solution of 
ammonium sulphate, which precipitated a mixture of the sulphates of chairamidine arfd 
conckairamidine, separable by fractional crystallisation from hot water, in which the latter 
salt is the less soluble. 

•Dita Bark, from Ahtonia or Echites scholaris (Philippine Islands), ^ febrifuge prop- 
erties, and contains the following alkaloids, together with several peculiar indifferent com- 
pounds. For the extraction and separation of the alkaloids the Imrk is extracted with hot 
alcohol, the solvent distilled off, the residue treated with ammonia and shaken with ether. 
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and its isomers, to which it presents a considerable resemblance. 
Alstonine, CaiH 3 o 04 Na, an amorphous alkaloid, which occurs together 
with alstonidine and porphyrine in the bark of Alstmtia constricta, is 
strongly fluorescent in acid solutions, and is not improbably related to 
the cusconidine group. Hesse suggests that gclscmine, Cj4H,g04N3, 
the poisonous alkaloid from the root of Gelscmium sempenirens (yellow 
jesamine), is related to these alkaloids, and points out that the coloura- 
tion it gives with nitric acid somewhat resembles the reaction of 


concusconine. 

A full description of the alkaloids of Remijia Purdieana and Cinchona 
Pellelierana barks has been published by O. Hesse (Annalcfi, 1877, 
185, 296, 323; 1884, 22$, 211;/. Chcm.Soc., 1880, 38, 328; 1885, 48, 
64; Pharm. 1884 [Hi], 15, 772). Aricine has been re-investi- 
gated by Moissan and Langriii (Compt. Rcnd.y 1890, iio, 4^9)* 
Cinchonamine and cupreine are described below. 

Cinchonamine, C,oH240N2 (<=^ee page 500), occurs in the bark of 
Remijia Purdieana (false cuprea bark), a tree growing in the Columbian 
provinces of Antioejuia. Its isolation is described on page 546. It is 
soluble in alcohol, ether, chloroform, benzene, and carbon disulphide 
but only sparingly in water or petroleum spirit. It is very bitter, 
poisonous,* docs not yield methyl chloride when heated with strong 
hydrochloric acid, nor give a colouration with ferric chloride, or with 
the thalleioquin test. It is said to be insoluble in strong hydrochloric 
acid, but dissolves in strong nitric acid with bright yellow, and in 
strong sulphuric acid with reddish-yellow colour. 

The hydrochloride^ B.IiCl, cr)'stallises in soft laminae, of a white 
glistening appearance. The sulphatCy B2H2SO4, forms colourless 
prisms, very soluble in water, less soluble in dilute alcohol. A full 
description of the salts of cinchonamine has been given by B. F. 
Howard and F. Perry ( 7 . Soc. Chem. Ind.y 1905, 24, 1281). The 

which dissolves the ditamine. The residue is treated with solid potassium hydroxide and 
extracted with chloroform, which is evaporated, and the residue treated with concentrated 
hydrochloric acid, when dUatne hydrochloride separates while echitcnine remains dissolved. 

Echitamine or Ditaine, C 2 aHu 04 Nj-f- 4 H: 0 , forms glassy prisms, m. p. 206°. [0]^^ 


— 28.8* (c— a, 97% alcohol). Very bitter. Moderately soluble in water, alcohol, and 
ether. A strong base not precipitated by ammonia Decomposes sodium chloride, settii^ 
free sodium hydroxide. Wsduccs Fchling’s solution after bt/iling with hydrochlonc acid. 
Concentrated sulphuric acid dissolves ditaino with purple-red colour, nitric acid gives a 

, an amorphous powder melting at 75®. soluble in alcohol, ether, and 
chloroform. « „ . 

Echitenlne, C 2 oHi 704 N; brownish, amorphous, melting above iao°. Forms amorphoua 
salts. 

I and Bockefontaine (Compt Rtnd , 1885, 100, 366) found cinchonamine (sulphate) 
6 times as toxic as quinine, cinchonidine, or cinchonine. An injection of 0.23 grm. killed a 
guinea-pig in a few minutes 


purple- red, changing to 
Ditamine, CnHitOaN 
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nitrate, CigHj^NjO.HNOj, forms short prisms, m. p. 195°, almost 
insoluble in cold water. The use of this alkaloid for the estima- 
tion of nitrates in vegetable tissues, and for the detection of small 
quantities of nitric acid in effluents and mineral waters was proposed 
by Amaud. It has been successfully employed in the form of the 
hydrochloride for the estimation of nitrates in various inorganic and 
organic compounds by B. F. Howard and O. Chick (/. Soc. Chem, 
Ind., 1909, 28, 53). 

Cupreine, CjglljjOjNj, or C,Jl2o(OH)N20H. This interesting 
alkaloid was discovered by Paul and (.'owmley in the bark of Cin- 
chona cuprea or Remijia pedunculata, a tree growing in the districts 
surrounding the Magdalena River and the Upper Orinoca. Since 
i88t, cuprca bark has been largely used for the manufacture of quinine' 
but now very little of this bark is obtainable. 

Cupreine crystallises form alcohol in the anhydrous form, but from 
ether in concentric prisms containing 2H2O. WTien the alcoholic 
solution is diluted with water, the precipitate contains Bj-fHjO. 
The hydrates lose their water at 125°, and melt at 198°. Cupreine is 
only sparingly soluble in ether or chloroform, but readily in alcohol. 
The alcoholic solution is Ijcvorotatory ([n]'if= 175.3°; 97% 

alcohol), alkaline, gives a dark reddish-brown colouration with ferric 
chloride, and responds to the thalleioquin test. The solution of 
cupreine in dilute sulphuric acid is not fluorescent. The free base 
precipitated by ammonia is only slightly soluble in excess, and may 
be extracted by ether. When cupreine is liberated from a salt by a 
fixed alkaline hydroxide, it dissolves on adding an excess of the reagent, 
forming (with soda) a definite crystallisablc compound containing 
CiglljjONj.ONa, from the solution of which the alkaloid cannot be 
extracted by ether. ^ This behaviour is due to the presence of a 
hydroxyl-group having a phenolic character (compare Morphine, 
35^^)- The cupreinates of potassium and sodium are very soluble 
in water, and the corresponding compounds of calcium, lead, and 
silver have a strong alkaline reaction, and are more or less soluble in 
water. From the fact that alkalies form only mono-derivatives, while 

’ For the preparation of cupreine, the crude quinine sulphate from the cuprea bark ia 
dissolved in dilute sulphunc acid, excess of sodium hydroxide added, and the quinine ex- 
tracted by agitation with ether. The separated alkaline liquid U neutralised with sulphuric 
acid, when cupreine sulphate crystallises out. The sulphate is treated with ammoma and 
oodtM ether, from which the cupreine crystallises on cooling. 

\^en cupreine and potassium or sodium hydroxide are mixed in molecular proportions,' 
a portion of the alkaloid (ro to 3o%) is extracted on agitation with ether, but this may bo 
prevented by using some excess of alkali. 
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2 atoms of the hydroxyl of cupreine can be replaced by acetyl,’ it is 
probable that the hydroxyl-atoms have different functions, as is the 
case with tliose of the morphine-molecule. 

When heated witli hydrochloric acid (sp. gr. 1.125) to 140°, cupreine 
is converted into apoquinine, without formation of methyl chloride. 

The conversion of cupreine into (juinine is described on ])a^a‘ igi^. 

Cupreine yields 2 classes of salts, d'hose of the general formula 
BA are sparingly soluble, and the aqueous solutions have a yellow 
colour, tliough their alcoholic solutions are perfectly colourless. 'The 
salts of the formula BA, are, as a rule, pretty freely soluble, and their 
aqueous solutions are colourless. 

Cupreine sulphate, Bjl^SO^-f 6II2O, ciy'stallises in minute white 
needles, very difficultly soluble in cold water, and insoluble in a satu- 
rated solution of sodium .sulphate. Bil^SO^-f lIjO crystallises in 
prisms sparingly soluble in cold water. Cupreine tartrate forms delicate 
efflorescent nijcdles, very sparingly soluble in cold water. Cupreitj^ 
thiocyanate is produced on adding potassium thioiyanate to a hot 
solution of the monohydrochloride. The liquid becomes turbid and 
gradually deposits acicular ciy^stals of the salt. It is very sparingly 
soluble in, and is precipitated in an oily form by, an excess of the pre- 
cipitant. 

Homoquinine. — WTen molecular proportions of quinine and 
cupreine are dissolved in dilute acid, and the solution ])recipitate(l 
by ammonia and shaken with ether, the .solvent depo.sits on evaj)oration 
characteristic crystals- of a molecular compound of quinine and 
cupreine containing ('jof 124^2^2/^81122^^2*^2 b 1 same 
substance is readily obtainable by precipitating a solution of .sodium 
cupreinate with one of quinine hydrochloride: 

CjoHj.OjN^HCl-i- Ci/I,,ON,.ONa- 

NaCl 4 r2jl2402N2,r,,Il2,0N2.0II. 

This remarkable compound was discovered and described simul- 
taneously by Howard and Hodgkin {J . Chem. Soc., 1882, 41, 66), 
Paul and Cownley • (P/rarw. 7., 1881 (m], 12, 497), and W. (1. 

1 Diacetyl-cupreine, Ci»H;o(CjH»0)?OjNi, was obtained by Hesse by healinK cupreine 
with acetic anhydride to 85"' for a few hours It forms hexaKonni plates ni p 88'*, anri is 
soluble in alcohol, chloroform, and ether The akohohe solution ih slronsly alkaline, Kives 
no colour with feme chloride, but is turned dark green by chlorine and arimionia Jiy 
alkali hydroxides, the base is hydrolysed in a few minutes with formation of cupreine and 
acetic acid. 

* Homoquinine is deposited from ether in very thin prismatic lamina:, having charactens- 
tically-shaped ends terminated with two oblique planes. 
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Whiffen under the name of homoquinine, prior to the isolation of 
cupreine by Paul and Cownley (Pfiarm. J., 1884 [iii\y I 5 » 221). 
It forms salts, having different characters from those either of quinine 
or cupreine, and is only resolved into its constituents by precipitating 
the solution with excess of sodium hydroxide, when the quinine may 
be shaken out with ether, while the cupreine remains in the alkaline 
liquid as sodium cupreinate. 

The analytical differences between homoquinine and cupreine have 
been fully described by Paul and Cownley (Phartn. Jour., 1884 [Hi], 
15, 402). 

In concluding this section the reviser desires most gratefully to 
acknowledge the help given him by Mr. David Howard, who has 
kindly read through the original and revised work and made many 
suggestions and corrections. His wide scientific knowledge of the 
subject and his fifty years* practical experience in the testing of cin- 
chona barks and alkaloids he has placed freely at my disposal, a fact 
which has materially lessened the labour of revision. ' Thanks are 
also due to Messrs. Howards & Sons, of Stratford, who kindly gave me 
the use of their complete library of literature on the subject for pur- 
poses of reference. 
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By EDWARD HORTON, B. Sc. 

BERBERINE. 

Berberine is an alkaloid occurring in a very large number of plants, 
in many cases in association with one or more of the alkaloids, bcr- 
bamine, oxyacanthine, hydrastinc, canadine, etc. It is the only 
natural basic colouring matter receiving practical application as a dye. 

The principal sources of berberine and the associated alkaloids 
are the roots of the following plants: 


Plant 

Alkaloids, etc 

Berberis vulgans (Barberry)* 

Bcrbcnne, oxyacanthine, berbamine, and at 
; least two other alkaloids (Hesse). 

Berberis aquifoUum 

Berbcnne, a 15%, oxyacanthine, 2 83% 

Coptis tnfoha ... 

i Berberine, 4 Co. 

Coptis teeta (India) ... 

Berbennc, 8 5%; coptinine (cryatallisable; 
Gross) 

Hydrastis Canadensis (Golden seal) 

, Berbenne, 1.3 to 18%, hydrastine, 15%: 

1 canadine; etc. Also meconin and phytostearin. 

Jateorhiza Calumba or Cocculus palma- 
tus ((^umba root). 

, Columhiic acid, and the neutral principle colum- 
bin. 

Menispermum Canadense 

Berlicnne, oxyacanthine; menispcrmine, men- 
1 ispine. 


Berberine. CjoHiyO^NjHjO; or C\8Hii(0.CH,)202N,Hj0. 

' Berberine was discovered in 1826 by Chevallier and Pelletan (/. 
Chim. nUdicale, 1826, 2, 314), who found it in XanUioxylum clava- 
Herculis, It has also been isolated from Berberis Vulgaris (Buchner, 
Annalerif 1837, 24, 228; Rudel, Arch. Pharm., 1891, 229, 631), Ccelo- 
dine polycarpa (Stenhouse, i4n«a/e», 1855, 95, 108; 1858, 105, 360), 

» A concentrated liquid extract of barberry root still receives a limited application for 
dyeing silk and leather yellow. In America, the root-bark is commonly used, bnt in Europe 
the entire root is generally employed. 
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the wood of Coscinium Jmeslralum and Xanthorhiza apiifolia (Perrins, 
Annalen, 1852, 83 , 276), Hydrastis Canadensis (Malila, 5 ///. Amer. 7 ., 
1862 [ri], 33 , 43), B. aristata, Caulophyllum thalictroides^ Podophylhim 
pellalum, and B. a(juiJolium (Pommerehne, Arch. PJiarm., 1895, 233 , 
127; Rudel, loc. cit.), and B. Oelncnsis (A. G. Perkin, Cliem. Soc. 
Trans., 1897, 7 ^» 119^)* Boedecker {Annalen, 1849, 3^41 4°) 

states that herberinc occurs in Coaulus palmalns, but tJiis has been 
contradicted hy (iordin {Arch. Pharm., 1902, 240 , 146). The latter 
author finds also that Pereira brava, Menispermum Canadense and Jefer- 
sonia diphylla do not contain tJiis alkaloid. Schlotterbcck {Amer. J. 
Pharm., 1902, 74 , 584) has shown lliat the yellow colouring matter 
of Chclidoniiim majus and oi Styllophorum diphyllum is berberine. 

The constitution of berberine has been elucidated mainly through 
the work of W. 11 . Perkin, Jr. {Chem. Soc. Trans., 1889, 55 , 63; 1890, 
57 , 992; 1910, 97 , 305) and of Gadamer Pharm., 1901, 239 , 

648; Chem. Zeit., 1902, 26 , 291; Arch. Pharm., 1905, 243 , 31). The 
latter showed that when a solution of tlic acid sulphate of berberine is 
treated with the equivalent amount of barium hydroxide solution a 
dark brownish-red strongly alkaline solution results, which on addition 
of excess of sodium hydroxide gives a bright yellow precipitate. It is 
highly probable that the dark-coloured alkaline solution contains 
berberinium hydroxide from which the salts of berberine are derived, 
whilst the yellow precipitate “berbcrinal” is the aldehyde form in 
wliich the solid alkaloid exists. 


MeO 



MeO (TI OH CH, 

Berberinium hydroxide. 


0 -CH, 


MeOi 



MeO CHO 

Berberinal. 


Berberine is isolated from the root of Hydrastis Canadensis by 
boiling with water, evaporating tlie decoction to an extract, and 
exhausting wdth strong alcohol. One-fourth of its volume of water 
is added to the filtered alcoholic solution, the alcohol distilled off, and 
the residue treated with dilute sulphuric acid. - Berberine sulphate 
crystallises out, and is decomposed by freshly precipitated lead 



BERBERINi:. 


55 J 

hydroxide (Merril, 7 ., 1864, 452). The alkaloid may also he Lon- 
verted into the sparingly soluble nitrate or hydrochloride instead of the 
sulphate. 

L. WolfT recommends a previous treatment of the root with liglit 
petroleum to remove fixed oil. 

Berberine may be isolated from barborr>' root by exhausting the 
material with alcohol, cvajiorating otT the spirit, taking uj> the residue 
with water, and treating the filtered solution with excess of liydrothloric 
acid, w'hcn lierberine hydrocldoride cry'stallises out. 'I'he salt may 
be purified by re solution in alcohol and jirecipitation by ether.' 

Gaze {Zeit. NaturcL'iss. Halle, 1.H90, 62, 399) proposed to juiiify ber- 
berine through the acetone derivative by boiling tlie latter witli thloio 
form and alcohol, but it has been .shown by (iordin {Ardi. PJuinn , 
1901, 239, 626) that the product consists not of berberine itself, but 
of its hydrochloride. 

Berberine cry’stallises with difficulty in small, concentrically groujied 
prisms, or bright yellow, silky needles.* When aii-drii‘d, the crystals 
appear to contain 5 511,0 (W. H. Perkin, Jr,), of which 3II2O is 
driven off at 100^. At this temperature the ciy’stals lose their lustrii 
and become yellow’ish-brown, at the change is very rajiid, and 
above 160° total decomposition occurs. Fleitmann gives 120° as the 
m. p. of berberine, but Perkin consiilers this figure too low.’’ 
When warmed, it emits a faint but peculiar odour resembling that of 
quinonc. 

Berberine has a jier.sistent, very bitter taste, and is employed 
medicinally in doses of 2 to 5 grains. 60 grains have been taken by 
man without injur)', but the alkaloid is poisonous to dogs and other 
of the low’cr animals. 

Berberine dissolves in 4.5 parts of water at 21°, giving a solution 
neutral to litmus. It is easily soluble in hot w'ater and alcohol, and 
dissolves in 100 parts of cold alcohol (Proctor, 7 ., 1864, 453). The 
alkaloid is slightly soluble in chloroform and benzene, and insoluble 
in ether (separation from oxyacanthine and hydrastine) and petroleum 


’ Berberine may also be prepareri by prccipitatmR an aqueous decoction of b.-irljcrry root 
with lead acetate, and treating the com nitrated filtrate with excess of sulphuric acid 'J he 
precipitate of berberine sulphate is washed with cold water, and separated from lead sul- 
phate by solution m boling water, which on cooling deposits the salt in yellow needles 

* An orange colour, or other shade darker than bnghl yellow, is indicative c>f impurity. 

• E. Schmidt has obtained some evidence that berbenne nrepared from the commiTcial 
sulphate is occasionally a mixture of bcrlienne with methylberbenne He obtaine<l yiure 
berbenne by converting the alkaloid into the acetone compound. li.CiHuO. from whu h the 
free base was liberated by heating in alcoholic solution Thus obtained, berbenne contained 
6H3O, all of which was lost at ioo°. The anhydrous alkaloid scarcely began to darken 
below 150®, 
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spirit. It is said to be taken up with difficulty from its acidified 
solutions by amyl alcohol, chloroform, and benzene. ^ 

Reactions and Detection. 

When treated with sodium hydroxide solution berberine is coloured 
brown, and on boiling a resinous mass separates. On distilling 
berberine with milk of lime, quinoline is formed. Fusion with 
potassium hydroxide produces berberic acid, and an acid 

of the composition CgHgOj. 

When boiled with excess of fuming hydriodic acid, two methyl groups 
are eliminated and a salt of berberoline, CigHii(0H)202N, formed. 
On rendering the diluted liquid slightly alkaline by ammonia, an 
intense blackish-blue colouration is obtained, probably owing to 
oxidation. Nitric acid gives, with berberoline, a magnificent violet 
colouration, which on standing or warming changes to a deep reddish- 
brown. 

Concentrated nitric acid dissolves berberine to a dark, reddish- 
brown liquid, which on dilution with water gives a yellow flocculent 
precipitate partly soluble in ammonia. If the dark solution of ber- 
berine in strong nitric acid be warmed, oxidation rapidly occurs with 
formation of berberonic acid (a pyridine-tricarboxylic acid), oxalic acid, 
and other products. 

Potassium permanganate in presence of potassium carbonate 
oxidises berberine with formation of hemipinic acid, CjoHioOg, and 
other products (W. H. Perkin, Chetn. Soc. Trans. ^ 1889, 55, 71; see 
also Schmidt and Schilbach, Arch. Pharm.^ 1887, 225, 164). 

By the action of nascent hydrogen, berberine is reduced to hydro- 
berberine, 

Berberine dissolves in concentrated sulphuric acid with orange- 
yellow colour, changing to olive-green on warming. On adding potas- 
sium dichromate, or other oxidising agent, a black colour changing 
to violet (or brown-violet changing to brownish-yellow) is obtained. 
Frbhde’s reagent gives a brown or green colour with berberine; or, 

> According to E, Schmidt (Pkann. 1887, «, 54a), berberine has a remarkable 

tendency to combine with neutral solvents, such as alcohol, ether, acetone, and chloroform, 
to form crystalline compounds. When berberine and chloroform are mixed in molecular 

S roportions, they unite to form a beautiful crystalline substance, p#manent at 100°. This 
oes not appear to be a mere additive product, since it is not decomposed by acids rimply 
Into berbenne and chloroform, but yidds decomposition-products of the latter. Berberine 
can also combine with a second molecule of chloroform, but this behaves like water of crys- 
tallisation. Schmidt has also described a compound of berberine with acetone, of the for- 
mula CtoHirOtN.CiHeO. 
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according to Hirschhausen, an immediate yellow, changing through 
dark brown to violet-brown. Sulphovanadic acid is stated to give a 
fme violet colouration. 

Berberine is also characterised by tlie insolubilit\' of many of its 
salts (e. g., the chromate, picrate, hydriodide, platinichloride, auri- 
chloride) , and the sparing solubility of others in presence of excess of 
mineral acid. 

On adding chlorine-water (avoiding excess) to a solution of 
berberine strongly acidified with hydrochloric or sulphuric acid, a 
zone of bright red colour is formed at the junction of the liquids, and 
is still recognisable as a pink colouration in a dilution of 250,000. ‘ 
The reaction is destroyed by reducing agents. 

On cautiously adding iodised potassium iodide (avoiding excess) 
to a solution of a berberine salt, BHI, is throvm down as a diflicultly 
soluble red-brown precipitate, which ciy'stallises from strong alcohol 
in red needles, or on adding water in green iridescent scales which 
completely polarise light. 

Mayer’s reagent gives with berberine solutions a precipitate of the 
approximate composition containing, after drying at 100 , 

from 50 to 52% of the alkaloid. 

Perkin states that even very dilute solutions of berberine give a 
yellow precipitate with bromine-water, which darkens on standing 
and is probably the hydrobromide. 

Berberine does not combine with hydroxylamine or phenylhydrazine 
and is apparently not attacked by phosphorus oxychloride or penta- 
chloride. 

According to Jaworowski (Pharm. Zeit. Russ.f 1896, 35 f 3^6) a 
solurion containing 0.01-0.002% of berberine is precipitated by the 
reagent prepared by dissolving 0.3 grm. of sodium vanadate in 10 c.c 
of hot water, cooling the solution, adding 0.3 grm. of crystallised copper 
sulphate and 8 drops of glacial acetic acid, and filtering the liquid. 

I c.c. of the reagent obtained by mixing a 30% solution of hydro- 
gen peroxide with 10 times its volume of pure sulphuric acid gives a 
red to purple colouration with 0.005 — 0.01 grm. of berberine (Schaer, 
Arch. Pharm. f 1910, 248, 45 ®)- 

Gordin describes (Arch. Pharm., 1902, 240, 146) the following 
method of detecting berberine in plants. 5 to 20 grm. of the 


t Brudne gives a similar indication vnth chlorine-j^ter. but the original solution is 
colourless, and the colour less permanent than with berbenne. 
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powdered product arc extracted with hot alcohol, the extract 
evaporated, treated with 20-40 c.c. of wafer and filtered, with 
addition of a little powdered talc if necessary. A small portion 
of the clear filtrate is mixed with a small quantity of a 10% solu- 
tion of potassium iodide. If no precipitate is formed, no appreci- 
able amount of herberine is present, but if a precipitate is 
deposited 10 c.c. of the original filtrate are mixed with 1-2 c.c. of a 
10% solution of sodium hydroxide, filtered if necessary, heated to 
50°, treated with 5 c c. of acetone and allowed to stand. If after two 
hours no crystals have formed, 30 c.c. of water arc added and the 
solution kept in a cool place overnight. In this time crystals will 
separate if the solution used (10 c.c.) contained not less than o.oi grm. 
of the alkaloid. The crystals may be identitied by dissolving in 
dilute hydrochloric acid and testing portions of the solution with 
potassium iodide, potassium dichromate, picric acid and chlorine- 
water. Wlicn no crystals form although potassium iodide has given 
a precipitate witJi the aqueous solution of the extract, 10 or 20 c.c. 
of the latter are mixed with excess of a 20% solution of potassium 
iodide. The precipitate formed is collected on a filter and washed 
first with dilute potassium iodide solution, and then with water. The 
filtrate and washings are concentrated to about 2 c.c , treated with a 
few drops of sodium hydroxide solution and i c.c. of acetone, and, 
after standing some hours, diluted with an equal bulk of water. 
Good crystals of berberinc-acctonc will be deposited within 24 hours 
if 0.00 1 grm. of the alkaloid is present. 

A microchemical metliod of detecting berberine has been described 
by Bauer {Pharm. Zeit , 1908, 53, 618). A section of the plant tissue 
is floated in a few drops of w'ater on a microscope slide, allowed to 
macerate for a few seconds, w^armed with i or 2 drops of sodium 
hydroxide solution {10%) and then treated with 4-5 drops of 
acetone and covered with a micro-cover glass. The growth of charac- 
teristic ciy'stals of bcrbcrinc-acctonc is olxserved under the micro- 
scope in some cases in 5 minutes, w^hilst in others several hours are 
required. 

Estimation. Volumetric Methods. 

The following mctliod of estimating berberine in the root of Hydras- 
tis Canadensis has been described by Gordin and Prescott {Arch. 
Pharm,, 1899, 237, 441). 10 grm. of the powdered root are stirred into 
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a paste with a few c.c. of a mixture of alcohol, concentrated ammonia 
and ether (i:i:6), and kept in a stoppered jar for several hours (over- 
night). The mixture is then dried in a current of air, until all the am- 
monia has volatilised, and afterwards in a vacuum over sulphuric acid 
for 5-6 hours. The dry substance is transferred to a Soxhlet extractor, 
the jar being rinsed with powdered barium nitrate, and extracted with 
40-50 c.c. of absolute etlier until the residue from the evaporation of 
a few drops of the extract gives no reaction with eitlier Mayer’s or 
Wagner’s reagent. The ethereal extract contains the hydrastinc. A 
current of air is passed through the .Soxhlet tube until all the ether 
has evaporated, and the residue extracted with 40-50 c.c. of alcohol 
until the extract is colourless. The alcoholic extract is washed into 
an evaporating dish together with a little hot water and dilute acetic 
acid, and evaporated with addition of water until all the alcohol is 
expelled. A further small quantity of dilute acetic acid is added, the 
liquid cooled, filtered into a 300-400 c.c. Krlenmeyer flask and the 
filter washed. The filtrate and washings are treated with 6-8 c.c. 
of acetone, and a 10% solution of sodium hydroxide added drop by 
drop until the precipitate first formed no longer disappears on shaking, 
and the liquid acquires a strongly alkaline reaction. The flask is 
closed with a stopper, shaken in a circular direction for 10-15 minutes, 
and then allowed to stand for 2-3 hours. I'he crystals of berl>erine- 
acetene formed are washed until tlic washings are colourless, returned 
to the flask and treated with 4-5 c.c. of 5 % sulphuric acid and water 
up to 100-200 c.c. The flask is healed in hot water until the pre- 
cipitate has dissolved, when the solution is transferred to a long-necked 
flask and boiled gently for i 5 to 2 hours, water being added when 
necessary. The liquid is cooled, mixed with 100 c.c. of N j 20 potas- 
sium iodide solution, the mixture diluted to i litre and allowed to 
stand overnight. The liquid is filtered, 500 c c. of the filtrate mixed 
with 50 c.c. of N ! 20 silver nitrate solution, nitric acid added, and the 
mixture diluted to i litre. The liquid is well shaken, filtered, and 
500 c.c. of the filtrate titrated with AT/ 40 ammonium thiocyanate 
solution using ferric alum as indicator. Twice the number of c.c. of 
ammonium thiocyanate solution used is equal to the number of c.c. 
of Nj 20 potassium iodide solution consumed by the berberine in 
10 grm. of the root. The number of c.c. of Nj 20 potassium iodide 
solution consumed multiplied by 0.167125 gives the percentage of 
anhydrous berberine. 
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An absolute alcoholic solution of berberine or one of its salts, when 
treated with alcoholic sulphuric acid, gives a precipitate of the acid 
sulphate C2 oH, 704N,H2S04, thus the precipitate formed in Thomp- 
son’s process (Amer. J. Pharm., 1893 [iv], 23, 371) is this sulphate, 
not the hydrochloride. On this behaviour Gordin has based the fol- 
lowing method for the estimation of berberine in absolute alcoholic 
solutions. The solution is precipitated with excess of alcoholic 
sulphuric acid, diluted witli an equal volume of ether and allowed to 
stand overnight. The precipitate is filtered off, washed with a mix- 
ture of equal volumes of alcohol and ether and the total volume of 
filtrate and washings noted. The precipitate is transferred to a 200 
c.c. graduated flask, 20 c.c. of a 20% potassium iodide solution added, 
the mixture diluted to 200 c.c. and well shaken. Berberine hydriodide 
is precipitated, one equivalent of free acid remaining in solution for 
each molecule of berberine precipitated. The liquid is filtered and 
100 c.c. of the filtrate titrated with Ar/40 potassium hydroxide solution 
which has been previously standardised against iV/40 sulphuric acid 
under the same conditions. Each c.c. of the standard alkali required 
corresponds with 0.008378 grm. of berberine. A correction has to be 
applied on account of the alkaloid dissolved in the alcohol-ether 
filtrate and washings; this amounts to 0.0000526 grm. per c.c. 

According to Trogcr and Linde {Arch, Pharm., 1900, 238, 6) ber- 
berinc is completely precipitated from solutions of its hydrochloride 
by additions of excess of a solution of potassium naphthalenc-^-thio- 
sulphonate, CjoHySOj.SK. A 0.33% solution of the latter salt is 
used and is titrated against N j 100 iodine solution. The precipitate 
formed with the alkaloid is filtered off, washed, and the filtrate and 
washings titrated with N f 100 iodine solution. A molecule of ber- 
berine is precipitated by a molecule of the thiosulphonate, and a mole- 
cule of the latter reacts w'ith an atom of iodine. Accordingly each c.c. 
of an N lioQ thiosulphonate solution used by the alkaloid corresponds 
with 0.003351 grm. of berberine. 

Gravimetric Method. 

For the estimation of berberine in aqueous-alcoholic solutions, 
Gordin recommends the following process {Arch. Pharm., 1901, 239, 
63^) • The berberine is precipitated with excess of a 10% solution of 
potassium iodide, the precipitated hydriodide washed with a 2% 
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solution of the same salt, and transferred with a little water into a llask. 
After heating to 60-70°, acetone is added to the extent of one-third the 
volnme of the water aud the mixture shaken for 10 minutes. 5 c.c. 
of a 10% solution of sodium hydroxide are then added and the liquid 
shaken (heating at 50-60° if necessary) until the yellow hydriodide has 
disappeared. After cooling the solution is diluted to three times its 
bulk with water and allowed to stand overnight. The l)erberinc- 
acetonc is filtered off, dried first under reduced pressure and then at 
105° and weighed, i grm. of the acetone compound corresponds 
with 0.853 grm. of berberine. To correct for the berbcrinc-acetone 
dissolved in the mother-liquor 0.0000273 grm. is added per c.c. 

Salts of Berberine. 

Berberine is a weak base, but forms definite and readily crystallisablc 
salts vvith acids. The salts have a bitter ta.ste, and arc mostly very 
sparingly soluble, the pyrophosphate and acetate being exceptions. 

Berberine nitrate, B,HN03, separates in fine yellow needles on 
acidifying a warm aqueous or alcoholic solution of berberine with 
nitric acid. It is soluble in about 500 parts of cold water, more readily 
in hot, and almo.st insoluble in alcohol or water strongly acidified with 
nitric acid. It does not darken or undergo other change at 100°. 
It turns dark brown on heating with sulphuric acid. 

Berberine Hydrochloride, B,IiCl+ 2lL,0,‘ is i)recipitatcd in golden- 
yellow needles on adding hydrochloric acid to a warm aqueous .solu- 
tion of the alkaloid. It rcijuires about 500 parts of cold water for 
solution, and is almost insoluble in alcohol or dilute hy<lrochloric acid. 
The salt is with difficulty decomposed by bases, the liberated alkaloid 
being apt to retain chlorine. Prolonged digestion with litharge fails 
to decompose it completely, but silver oxide readily decomposes the 
solution. Berberine hydrochloride darkens to an orange colour when 
heated to about 60°, but regains its original colour on cooling. By 
prolonged exposure at 100° the colour changes permanently, and much 
of the salt becomes readily soluble in cold water, with red colour. 

Reichard describes a number of tests characteristic of berberine 
hydrochloride (PJiafm. Centr. Halle, 1906, 47» 473)- Bhus this salt 
dissolves to a yellow liquid in a solution of stannous chloride, which is 
not affected by heating, and to a brownish-black liquid when heated 
with bismuth chloride solution. When heated with a drop of a strong 

* According to Schmidt the hydrochloride contains 3H2O when crystallised from dilute 
alcohol. 
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solution of potassium thiocyanate the hydrochloride becomes green, 
with sulphiyic acid dark green. If previously mixed with ammonium 
persulphate or mercurous nitrate, it is blackened by sulphuric acid, 
but in the latter case the solution becomes yellowish-red on exposure 
to air. The mixture of the salt with potassium iodate becomes graphite 
colour when treated with a drop of hydrochloric acid and then yellow 
on adding potassium hydroxide solution, whilst if ammonium meta- 
vanadate be substituted for the iodate, a brown deposit is produced. 
If treated with a solution of a-naphthol in a 40% solution of potassium 
hydroxide, the hydrochloride turns dark reddish-brown but the solution 
is not affected. The salt becomes dark green when mixed with picric 
acid and treated with sulphuric acid, or when mixed with a-nitroso-/?- 
naphthol and treated with potassium hydroxide solution. 

The aurichloridey B,lIAuCl4, is amorphous, brown, and quite 
insoluble in water. It crystallises from boiling dilute alcohol in 
chestnut-brown needles, unchanged at 100°. The platinicliloridef 
BjjHjPtCIfl, forms a yellowish precipitate, almost insoluble in all the 
ordinary solvents. It may be crystallised from boiling amyl alcohol, 
in which it is slightly soluble. 

Berberine hydriodide^ B,HI, obtained by precipitation, forms 
minute yellow needles, nearly insoluble in cold water or potassium 
iodide solution. It docs not darken or suffer other change at 100.® 
Blllg is precipitated on cautiou.sly adding iodised potassium iodide 
(carefully avoiding excess) to a solution of a berberine salt in hot 
spirit. It is quite insoluble in cold water. When recrystallised from 
hot alcohol, the smaller crystals have the property of completely 
polarising light (compare Herepatliite). 

Berberine sulphate, B,Il2SO„ is met with in commerce both in 
the amorphous state and crystallised. The latter form, which is 
considerably tlie higher priced, can be prepared by dissolving 15 grm. 
of the amorphous preparation in a boiling mixture of 250 c.c. of alcohol 
witli 8 of acetic acid, when on cooling the crystallised salt separates 
out. It has an orange colour, and is permanent in the air when free 
from impurity. It is soluble in about 100 parts of water. According 
to J. U. Lloyd {Amer, Drug,, Sept., 1884), the yellow crystalline 
jX)wder obtained by heating commercial berberine sulphate with 
ammonia and shaking with ether is not the free alkaloid, as commonly 
assumed, but a neutral sulphate, B^H^SO^, which is readily soluble in 
water. 
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The chromate BjHjCrO^ is obtained in orange-yellow needles on 
adding potassium dichromate to a boiling and veiy dilute solution of 
a salt of berberine. The salt separates entirely on cooling, and is 
insoluble in cold water or an excess of the precipitant. 

Berberine picrate requires 45,000 parts of cold ^^at.'r for solution. 
As a con'^equonce, on mixing aqueous solutions of l)erl)erine and 
picric acid in equivalent proportions and liltering, a liquid is obtained 
free from yellow colour or bitter taste. 

Berberine acetate is prepared by adding berberine sulphate to a 
solution of potassium acetate in rectified spirit, and heating gently 
till die yellow salt has dissolved. After cooling, the liquid is fdtered 
from the potassium sulphate, evaporated to a syrup, and .shaken with 
ether, when berberine acetate, B(('2l l^( >2)2, i'^ precipitated as a crys- 
talline orange powder. It i-* readily soluble in water and alcohol, 
nearly insoluble in ethcT, and loses acid on exj)osure lo air. 

Shedden {Pharm. igoo [re], ii, 80) has pn‘])ared berberine 
phosphate, 11,211, PO^,i 1/2II2O, by adding excess of [)hospbori( aiitl 
to berberine-acetone. It ib a bright yellow non-deli(}uescent cpy^slalline 
substance solid )le in 14 3 parts of water at i(>'^ 'I'he anhydrous salt 
dissolves in 15 parts of water at 15-10"^. When ])rei)ared by Paisons 
and WTumpelmeier’s method {Proc. Amer. Pharm. .Ixver., i87f), 51.]) 
the phosphate contains iIPO. 

Oxyacanthine, 'I'his base is containecl in Berheris 

vulgaris, and remains in the mother-li(|uor, from wliiih tlii' bi rberinc 
has been separated as hvdrochloride. 

The alkaloid has beim isolated by Rudel {Arch. Pharm., 1891, 229, 
636) from Berheris agnifolinm and B. vulgaris by the following method: 
The ground-up roots are extra(te<l in a So.xhlet apparatus lirst with 
alcohol acidified witli acetic acid and then with dilute a(jU(*ous acetic 
acid. The combined extracts, after (oncent ration, depodt berberine 
acetate and resin. These are fdtered olT and more resin precipitated 
from the filtrate by achling 3-4 volumes of water. J he liijuid is 
filtered, evaporated lo half its bulk, and treated walh sodium carbonate 
solution so long as a precipitate is formed. The latter is 1 ollected on 
a filter, washed, dissoheil in dilute sulphuric acid, tlie solution filtered 
from re.sin and reprecipitated with .sodium carbonate .solution. 1 he 
precipitate is redissolv'ed in dilute sulphuric acid and the solution 
saturated wdth sodium sulphate at 50°. On cooling, a resinous mass 
containing oxyacanthine separates. This is filtered off, washed with 
VOL. VI.— 36 
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the minimum quantity of water, dissolved in a large quantity of the 
same solvent and rcprecipitated with sodium carbonate solution. 
The precipitate is dried and extracted with ether in a Soxhlet apparatus, 
the ethereal extract evaporated and the brown resinous residue dis- 
solved in a mixture of equal parts of alcohol and dilute sulphuric acid. 
The solution, on evaporation, deposits white wart-like crystals of 
oxyacanthine sulphate. On decomposing the solution of oxyacanthine 
sulphate with ammonia the free alkaloid is precipitated in flocks, 
which, after drying at 100®, melt at 138-150°; but when crystallised 
from alcohol or ether it forms anhydrous needles. The m. p. of the 
latter is stated by Hesse (Ber., 1886, 19, 3190) to be 208-214°, by 
Rudel 188-198°, and by Pommerehne {Arch, Pharm., 1895, 233, 13 1) 
208-210°. 

From Rudel’s analyses, w'hich have been confirmed by Pommerehne, 
the composition of the alkaloid is represented by the formula 
CiflHjjOjN, and contains one or two methoxyl groups. 

Oxyacanthine is dextro-rotatory having 174.5°. Oxyacan- 

thine is readily soluble in chloroform and benzene, but only sparingly so 
in petroleum spirit. It may be separated from berberine by extracting 
the ammoniacal solution with ether or chloroform. From its acidified 
solutions it is not extracted by petroleum spirit or benzene, and only 
sparingly by chloroform. 

Both Hesse and Rudel found that the amorphous alkaloid is more 
soluble than the cry.stalline variety. 

Reactions — O.xyacanthine dissolves in concentrated nitric acid to a 
yellowish-brown solution, which is unchanged by sulphuric acid. In 
the latter acid it gives a colourless solution, which on addition of nitric 
acid becomes faint yellow, then reddish-brown and finally reddish- 
yellow. Erdmann’s reagent gives a faint reddish-yellow colour, 
Frohde’s reagent a strong violet colour which turns dirty green, be- 
coming fainter and finally yellow'. Sulphovanadic acid gives a faint 
dirty violet colour which becomes reddish-violet. Free oxyacanthine is 
not precipitated by mercuric or zinc chloride, but the solutions of its 
salts give a white precipitate immediately on adding these chlorides. 
A solution of the alkaloid is coloured yellow by chlorine- water and on 
adding potassium dichromate a yellow' precipitate is formed. Bro- 
mine-water gives a yellow precipitate. Oxyacanthine liberates iodine 
from a solution of potassium iodide in dilute sulphuric acid, and reduces 
a solution of ferric chloride and potassium fenicyanide with the 
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formation of Prussian blue. The solution of the alkaloid in concen- 
trated sulphuric acid gives a dark colour with basic bismuth nitrate. 

Oxyacanthine closely resembles narcotine. Like morphine, it 
reduces iodic acid.. 

Oxyacanthine hydrochloride, BHCl 4 - 2 n 30 , forms small colour- 
less needles, the 2% aqueous solution of which shows + 163.6'^. 
Hot strong solutions are coloured green by ferric chloride. 

The hydrobromide, B,HBr,2HjO, forms white silky needles, the 
hydriodide, B,HI,2H50, small w^art-like crystals. The latter salt is 
far less stable than the hydrochloride or hydrobromide. 

The nitrate, B,HN03,2ll20, forms small glistening white wart-like 
crystals easily soluble in hot but difficultly soluble in cold water. 

The sulphate, B2H2S04,4ll20, crystallises in white warts or fine 
needles. 

The platinichloridc, B2ll2rtCl0,5H2O, is an amorphous yellow salt, 
whilst the aurichloride, B,HAuCl<,4ll20, is a golden-yellow amorphous 
substance. 

O.xyacan thine forms a non-crystalline benzoyl derivative, Cmlljo- 
BzOgN, of which the platinichloride, (CjgHjoBzOjNjHClljPtCl^,- 
8H2O, is a yellowish-white flocculcnt precipitate, whilst the auri- 
chloride, Ci9H2oBz08N,HAuCl4,2H20, forms reddish-yellow^ amor- 
phous flocks. 

Wffien heated with potassium hydroxide and a little water, ox>Mcan- 
thine melts to a browTt mass which floats on the fused alkali. This 
consists of the potassium derivative of /^-oxyacanthine, a substance 
probably differing from the parent alkaloid by the elements of water. 
A similar change occurs very readily even at the ordinary tempera- 
ture, by the action of alcholic potash or baryta on a-oxyacanthine. 
Ether fails to extract the /?- modification from the alkaline solution. 
Hydrochloric acid precipitates ^^-oxyacanthine, which is soluble both 
•in alkalis and excess of acid. With much acid, a-oxyacanthine 
hydrochloride is precipitated. /?-Ox}’acanthinc changes back to the 
a-form on drying in the air. 

Berbamine, CjgHjgOaN, the second Berberis alkaloid soluble in 
ether, was obtained "by He.sse (Ber., 1886, 19, 3190) by adding sodium 
nitrate to the liquid from which oxyacanthine had been thrown down 
as sulphate. The precipitated berbamine nitrate when decomposed 
by ammonia yields a crystalline precipitate of the free base, which 
crystallises from alcohol in small plates containing 2H2O. 
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Rudel afterwards studied this alkaloid (Arch. Pharm.y 1891, 229, 
631) and found that its composition is represented by the formula 
Cj^HiuOaN, and that it melts at 197-210° (Hesse gave 156°). It is 
insoluble in light petroleum, and may therefore be separated from 
oxyacanthine which is difticultly soluble in this medium. 

Reactions. — Berbamine dissolves in concentrated sulphuric acid to a 
colourless solution, turning greenish-yellow and becoming reddish on 
addition of nitric acid. When dissolved in nitric acid it gives a brown- 
ish-red solution unchanged by sulphuric acid. Sulphovanadic acid 
gives a pale violet colour gradually becoming brown. Zinc and mer- 
curic chlorides give white precipitates immediately. The reactions with 
Frohde’s reagent, with a mixture of ferric chloride and potassium 
ferrityanide solutions, with basic bismuth nitrate and with a solution 
of i)()tassium iodide in dilute sulphuric acid are similar to those of 
o\yacanthine. 

Berbamine sulphate^ B2H2S()4,4Tl20, cry^stallises in small leaf- 
lets or needles. 'I'he hydrochloride^ B,II(d,2ll2( >, described by Pom- 
merehne (Anh. Pharm.., i<S95, 233, 156) forms small wart-like crystals 
very similar to the corresponding salt of oxyacanthine. 

The platinii hloride, (B,]fC'l)2pt('l4,5ir2(), is a yellow powder which 
is only slightly soluble in water; the auric hloride, B,H.\u('l,j,5H20, is a 
golden-yellow amorphous substance. 

Hydrastine. or (\„TI,,(O.CIl3)202N (see also 

liage 565). — 'Fhis alkaloid was discovered in 1851 by von Durand 
{.\mer. Pharm.J.y 185 r, 23, 112) in Jl ydrastis Canadensis or Golden 
Seal. Perrins found in the dried root, but the yield in manu- 

facture is from 0.25-0. 75^’^% It also occurs in Stylophoriim diphyllum. 
Hydrastine dilTcTS from berberine in being colourless, but commercial 
medicin.d preparations of berberine from Hydrastis are not unfre- 
quently called hydrastine ‘ 

Hydrastine has been studied very largely by Freund and his pupils,. 
Will, Lachrnann, Rosenberg, Heim, Philips, and Dormeyer (Ber., 
18S0, 19, 2707. 1887, 20, 80, 2;oo; 1880, 22, 456, 1156, 2322, 2329; 
1890 23, .joj, 416, 2897, 2910; 1891, 24, 2730,3164; Annalm, 1892, 
271, 311) and more recently by Schmidt (Arch! Pharm., 1893, 231, 
541). From the work of these authors it is probable that the constitu- 
tion of the alkaloid is represented by tlic formula 

' Thp root of Golden Seal is a bitter tonic analopous to calumba It is exhibited in the 
form o{ powder and in dt>ses of S to J4 grains The hydrin-hlondcs of the nuxed alkaloids 
of golden seal arc sometimes sold under the name of '* hydrastine.” 
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Hydrastine has been extracted from Hydrastis Canadensis by F. 
Wilhelm i^Arch. Pharm., 1888, 226, 329) in t3\c following way: 'I'he 
coarsely powdered root is digested with boiling water acidified with 
acetic acid. The extract is evaporated to a syruj) ami treated with 
excess of dilute sulphuric and. d'hc berberine suljdiate which crys- 
tallises on standing is filtered olT, and the tiltralc neutralised w’itli 
ammonia. The precipitate formed contains mucli hydrastine, and 
on again filtering and adding excess of ammonia to the filtrate, a second 
precipitate is produced whidi is Siiid to contain camuline. Both ]>re 
cipitates when boiled with ethyl actuate gi\e solutions whicJi on tooling 
deposit large crystals of hytlrastine, those from the sectmtl [irecipitale 
being more nearly pure than tht)se frtim the first. 

Eberhartlt tlescribes llie following method of purifying the alkaloid. 
The freshly precipitated h)tlrastme is tlissolvetl in tlie mi hi mum 
quantity of boiling chlortiform, tlie .stdulitin lilleretl thniugh glass wt)t)l 
and poured into excess of aktihol. On shaking the liquitl vigt)rt)usly 
for some minutes tJie hydrastine separates as a fine crystalline jire- 
cipitate. The process is repealeti anti the protluct tJien recryslallised 
from boiling alcohol. 

Hydrastine forms ctdourless or milk-white ftmr sitled prisms, 
melting at 132° and decomposing at a higher temjierature with an 
odour of phenol. 

Free hydrastine is tasteless anti odourless, but die salts have an 
acrid taste. It is poisonous in large tlti^es, 3 grains being fatal to a 
frog in 4 minutes. , It resembles strychnine in causing death by 
arresting the respiratory movements in a tonic spasm. 

Hydrastine is insoluble in water, anti nearly insoluble in alkaline 
solutions. It dissolves in 120 parts of alcohol, in 1.75 parts of chloro- 
form, in 16 of benzene, and in 83 of ether. It is quite insoluble in 
petroelum spirit. 
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According to the United States Pharmacopoeia hydrastine dissolves 
in 135 parts of alcohol, 124 parts of ether, and 2 parts of chloroform 
at 25°, in 4,000 parts of water at 80°, 17 parts of alcohol at 60®, and 
easily in benzene. The solubility of hydrastine in ether may be utilised 
to separate it from berberine. Hydrastine is lacvo-rotalory, [ajj, in 
chloroform solution (1.2759 grm. in 50 c.c.) being —67.8°.^ 

Hydrastine is a feeble base, and is completely extracted by chloro- 
form from solutions freely acidified with hydrochloric acid. In part, 
however, it is dissolved as hydrochloride, which salt is very soluble in 
chloroform. 

Reactions . — Hydrastine is not attacked by acetic anhydride, but reacts 
with acetyl chloride. The acetyl derivative crystallises in beautiful 
yellowish-green needles the solution of which has a bluish-green 
fluorescence. 

Hydrastine solutions give no colour change with chlorine-water. 
With iodised potassium iodide they yield a deep brown flocculent 
precipitate. 

Picric acid forms in hydrastine solutions a yellow amorphous 
precipitate of the picrate, BA-I-4H3O, which is deposited in splendid 
yellow needles from its solution in boiling alcohol. 

Solutions of hydrastine are precipitated by potassium dichromate. 
On touching the separated precipitate with a drop of strong sulphuric 
acid, it instantly becomes bright red, the colour fading in a few seconds. 
This beliaviour distinguishes hydrastine from strychnine and gel- 
seminc (page 448). 

If a solution of hydrastine be acidified with sulphuric acid, and a few 
drops of an N j 10 solution of potassium permanganate added, the 
colour of the reagent is instantly discharged, and an intense blue 
fluorescence is developed. A single drop of a 1% solution of hydrastine 
when treated in this way renders a large test-tube of liquid strongly 
fluorescent (A. B. Lyons, Fliarm. /., 1885-6 [Hi], 16, 880). Excess 
of permanganate must be avoided, or both the alkaloid and fluorescent 
product will be destroyed. The fluorescent substance differs from 
sesculin in not being extracted from either acid 01; alkaline solutions by 
chloroform or ether, and in not having the fluorescence intensified by 
addition of alkali.^ 

> The figure for specific rotation given in the text is that of Freund and Will. Eljkman 
gives — S7.S (c — 3043 in loo cc) F. B. Power {Pharm. J , 1884-S *5. 298) 

gives the widely different fiimre — 1 70®. 

* The same fluorescent oxidation-product is sometimes developed in solutions of hydras- 
tine by me« exposure to air. Neither pure hydrastine nor any ready-formed constituent 
of Hydrastis root appears to be fluorescent. 
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According to Dunstan and Carr (Pharm. 1896 [iv], 2, 122) hy- 
drastine gives a pink-purple precipitate with potassium permanganate. 

The colour-reactions of solid hydrastine have been re-investigated 
by A. B. Lyons (Pharm. 1885-6 [i«], 16, 880) with the following 
results: Concentrated sulphuric acid dissolves the pure alkaloid with 
faint yellow colour, changing to a deep blue-purple on heating. If the 
reagent contains a trace of nitric acid a yellow colour is produced, and 
with a larger proportion (1:1,000) tlie colour is orange-red. Pure 
nitric acid produces a permanent orange solution, which on adding 
water deposits an insoluble substance, and yields a liquid exhibiting 
an intense blue fluorescence. 

With sulphuric acid and oxidising agents hydrastine produces 
some well-defmed colour indications. With manganese dioxide 
an orange colour is first developed, changing to a rich cherry-red, 
and passing through carmine to a yellowish shade of red, 
which after a time changes rather suddenly to a pale orange- 
yellow. This test distinguishes hydrastine from strychnine and 
gelsemine, wliilst berberine dissolves in sulphuric acid with yellow 
colour, changing on addition of the oxidising agent to violet, then to 
chocolate-brown, and finally becoming orange-red. (The inter- 
mediate chocolate-brown stage distinguishes the berberine reaction 
from that given by strychnine.) Potassium permanganate gives with 
hydrastine and sulphuric acid the same colourations as manganese 
dioxide, but the changes are more rapid. A violet lint is sometimes 
produced after the red is developed, the contrary order being character- 
istic of strychnine. 

Frohde’s reagent gives with hydrastine a sage-green colour, slowly 
changing to brownish, and then gradually fading. This succession 
of tints is very characteristic. Sulphovanadic acid gives a rose-red 
colour, which fades slowly. 

Vitali (VOrosi, 1892, 14, 405) observed that if the brownish-yellow 
solution formed by dissolving a fragment of hydrastine in sulphuric 
acid and adding a fragment of nitre, is treated drop by drop with a 
solution of stannous chloride, a magnificent reddish-violet colour is 
developed, the intently of which depends on the amount of alkaloid 
present. The colour is not destroyed by the addition of water. 

It is stated by Labat (Bull. Soc. Chim.y 1909 [tv], 5, 742, 745) that 
if o.i c.c. of a 0.33% solution of hydrastine or of a 1% solution of 
hydrastinine, in 10% sulphuric acid is added to 2 c.c. of pure sulphuric 
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acid and the mixture treated with o.i c.c. of a 5% alcoholic solution of 
gallic acid and heated on a water-bath, an intense emerald green 
colour is produced, which gradually becomes Fehling blue, and violet 
if diluted with glacial acetic acid. With a solution of guaiacol or 
catechol the colour is of a red-currant shade becoming violet. The 
reaction with gallic acid is the most sensitive, i part of hydrastine in 
40,000, or I part of hydrastinine in 50,000 of water being recognisable 
by it. Berberine gives the reaction with gallic acid but not those with 
the other two phenols. 

Norton and Newman ( 7 . Amer. CJicm. Soc., 1897, 19, 838) found 
that hydrastine gradually dissolves \vhen triturated with a cold 
saturated solution of mono-calcium phosphate, the amount dissolved 
increasing witli the duration of the trituration, until after six weeks 
the product in solution has the composition represented by the 
formula 2Ca(n2pO,)2,3('2iir2iOoN. 

When hydrastine is heated to fusion (220'^) for some minutes 
ammonia is evolved and if tlic cooled li(iuid is poured into ^\alc^ 
meconin is precipitated (Beckurts and Frerichs, Ardi. FJiarm., 1903, 
241, 259). 

On treating an acid solution of hydra^^line with oxidising agents 
manganese dioxide and sulphuric acid), it .sjdits up into opianic 
acid and hydrastinine, a base closely reseml)ling cotarnine. If the 
oxidation be elTeeted in alkaline solution, the action proceeds further, 
the chief products being hcmipinic and nicotinic acids. 

Estimation. Volumetric Methods. 

Hydrastine may be approximately estimated by titration with 
stayer’s reagent, but the precipitating power of the solution is 
materially alTected by the dilution of tJic licpiid. 

For tlie volumetric estimation of hydrastine both Beckurts (A poih. 
Zeit., 1890, II, 552) and Maben {i'hcvi. atid Drug., 1901, 59, 234) 
recommend tlic dissolution of the alkaloid, after isolation, in excess 
of standard acid and estimation of the exce.ss by titration with standard 
alkali. Maben’s metliod is as follows: 10 grm. df the finely powdered 
Hydrastis Canadensis are exhausted with hot alcohol, the percolate 
cooled and diluted to 100 c.c. 25 c.c. of the latter are treated wdth 
1.5 c.c. of hydrochloric acid (32%), 0.25 c.c. of pure sulphuric acid 
and 125 c.c. of ether. The mixture is cooled, well shaken and kept at 



ESTIMATION OF HYDRASTINE. 


569 


0° for 24 hours. The separated berbcrine hydrochloride is liltered 
(on a tared filter if it is desired to estimate tlic berberine), and washed 
with a mixture of equal volumes of alcohol and ether. The filtrate 
and washings are made nearly neutral, evaporated almost to dryness 
on a steam-bath and the residue extracted widi small quantities of hot 
water until the extract ceases to react with the ordinary' reagents for 
alkaloids. The extraction of the alkaloid from the resinous mass is 
facilitated by adding a few drops of alcohol to the hot water and after- 
wards evaporating it. The hot a(|ueous solution is filtereil into a 
separating funnel, made alkaline with ammonia and extracted repeat- 
edly witli etlier. The ethereal extract is evaporated, the liydrastinc 
dissolved out of die residue by treatment with successive tjuantities 
of sulpliuric acid, tlie solution made alkaline with ammonia and 
the alkaloid again extracted with ether. 'I'lie extract is evaporated 
to dryness, the residue dissolved in excess of A /20 acid and the solu- 
tion titrated back with AVioo alkali, using cochineal as indicator. 
I c.c. of AVioo acid corresponds with o.oo^H^ grm. of hydrastine. 
(compare aKo d'hompson, Amcr. J. Pharm., 189, \iv]. 23, 371). 

If a solution of iodine in potassium iodide is added to a solution of 
hydrastine, iodides of varying cotnposition are ])re< ipitated. If, 
however, the hydrastine solution is added to a large excess of the iodine 
solution, the dark brown hydriotlide iodidi*, ( 
precipitated, d'his com])ound loses 5I when treated with sodium 
thiosulphate solution. On Uiis behaviour Gordin and Prescott (Anh. 
Pharm., 1899, 237, 439) have based the following method of estimating 
hydrastine. 10 grm. of the jiow'dered root of Hydrastis Cunadensts 
are extracted with 40-50 c c. of etlier as describe<l (page 556) under 
tJiese authors’ method of estimating berberine. 1 he ethereal extract 
is washed into an evaporating basin w itli 2^ , , sulphuric ac id, e\ aporated 
to dryness, tlie residue dissolved in acidified w'atcr and the solution 
diluted to too c.c. 20 c.c. of the latter (ecpii valent to 2 grm. of the root) 
are measured into a ico c.c. gradu.iti'd Mask, containing 20-30 c.c. of 
standard iodine solution (about iV)j ^he mixture diluted to 100 c.c. 
and shaken until all^ the pentiodidc has .separated. 1 he latter is fil- 
tered off and the excess of iodine in the filtrate determined by titration 
with standard sodium thiosulphate solution. 

One part of iodine is equivalent to 0.60403 parts of hydrastine. 

Elvove proposes to estimate alkaloids by the application of Volhard s 
method of estimating chlorine (/. Amer. Ckem. Soc., 1910, 32, 132)* 
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About 0.2 grm. of the substance containing hydrastine is accurately 
weighed and dissolved in 20 c.c. of 4% hydrochloric acid and the 
solution evaporated on a water-bath. The residue is evaporated 
twice with 5 c.c. of alcohol, then dissolved in 10 c.c. of water and the 
solution titrated against standard alkali using phenolphthalein as 
indicator. This titration will give approximately the amount of acid 
combined with the alkaloid. The liquid is filtered and if necessary 
the precipitate washed free from chlorides. The filtrate and washings 
are acidified with nitric acid and excess of standard silver nitrate solu- 
tion added. After filtering off the precipitate the excess of silver in 
the filtrate is determined by titration with standard thiocyanate 
solution using ferric alum as indicator. 

Gravimetric Methods. 

The gravimetric methods described by Gordin and Prescott {loc. 
d/.), Hegland {Ned. Tijd. Pharm., 1896, 8, 197), Puckner {Pharm. 
Rev., 1908, 26, 132), Roeder {Apoth. Zeit., 1908, 23, 583), Rupp 
{Apoth. Zeit., 1909, 24, 922) and that in the United States Pharmaco- 
pceia are all very similar and depend on the extraction of the alkaloid 
and weighing it as such. Puckner states that the following methods 
are preferable to those described in the United States Pharmacopoeia. 

5 grm. of the powdered rhizome of Hydrastis Canadensis are 
treated with 50 c.c. of ether and, after standing 10 minutes, 2 c.c. of 
ammonia are added and the mixture allowed to stand for 30 minutes 
with frequent agitation. The mixture is then filtered and the residue 
extracted with a second 50 c.c. of ether. The combined ethereal 
extracts are first shaken with a mixture of 2 c.c. of dilute hydrochloric 
acid and 18 c.c. of water, then with 10 c.c. of water containing 5 drops 
of dilute hydrochloric acid and finally with 10 c.c. of ^vater. The 
combined aqueous solution is made alkaline to litmus with ammonia 
and extracted three times with 20 c.c. of ether. The ethereal extract 
is evaporated at ordinary temperature, the residue dried at 98-100®, 
and weighed. 

In the case of the fiuid extract 5 c.c. are well ^aken with an equal 
volume of a 20% solution of potassium iodide and 25 c.c. of water, fil- 
tered and the precipitate washed twice by stirring with 5 c.c. of a 1% 
solution of potassium iodide, the liquid being passed through the filter, 
and then twice witli the same solution on the filter. The filtrate and 
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washings are extracted three times with 20 c.c. of ether, then with 5 c.c. 
of ether, the ethereal solution filtered through cotton-wool, evaporated, 
the residue dried at 95-98°, and weighed. 

Matthes and Rammstedt {Arch.Pharm., 1907, 245, 112) for the assay 
of nux vomica, hydrastis and jaborandi, recommend tlic precipitation 
of the alkaloids with picrolonic acid. In the case of the hydrastis 
rhizome, 6 grm. of the powdered substance are macerated witli a mix- 
ture of 50 grm. of ether, 10 grm. of light petroleum and 6 grm. of 
ammonia solution, the whole being well shaken for half an hour. 6 c.c. 
of water are added and the mixture shaken until the drug aggregates 
leaving a clear supernatant liquid. 50 grm. of the latter (equivalent 
to 5 grm. of the drug) are filtered off, evaporated to one-half the volume, 
treated with 5 c.c. of an N/io solution of picrolonic acid in alcohol and 
kept in a cool place for 24 hours. The precipitated hydrastine picro- 
lonate is collected on a Gooch crucible, washed with 2 c.c. of a mixture 
of alcohol and ether (1:3), dried for 30 minutes at 110°, and weighed. 
The molecular weight of hydrastine picrolonate is 647, hence the 
weight of the latter multiplied by 0.59198 gives the weight of hydrastine. 

In the case of the liquid extract of hydrastis, 15 grm. arc evaporated 
to 5 grm. which are dissolved in 10 c.c, of water and then extracted 
with a mixture of ether, light petroleum and ammonia as above, 40 
grm. of the ethereal extract (equivalent to 10 grm. of the liquid extract) 
being used for precipitation. 

Of the tincture of hydrastis, 50 grm. arc evaporated to one-fifth of 
this weight and the residue treated as with the fluid extract. 

With the exception of the picrate, the salts of hydrastine arc gen- 
erally uncrystallisable, or are obtainable in crystals by .special means 
only. Most of them, except the lannate and picrate, are soluble in 
water, the solutions having an acid reaction. 

Hydrastine hydrochloride and sulphate are used in medicine.* 
B,HC 1 is best prepared by passing dry hydrogen chloride over the 
surface of a solution of hydrastine in anhydrous and alcohol-free ether. 
After drying over sulphuric acid the precipitate forms a micro-crystal- 
line powder easily soluble in water and chloroform (Schmidt and 
Kerstein, Arch. Pharm., 1890, 228, 49). 

The hydrobromide is similar in appearance but less soluble in water. 
The hydriodide is a yellowish- brown micro-crystalline powder much 


* The crvstallistd sulphate of hydrastine advertised by some manufacturers is simply 
sulphate of berbenne, to which the name hydrasune is persistently misapplied. 
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less soluble in water than either the hydrochloride or hydrobromide. 
The sulphate B,H3S04 is similarly obtained by cautiously adding a 
solution of strong sulphuric acid in ether to an ethereal solution of 
hydrastine. The salt readily takes up water and forms a gummy mass. 
Bcckurts {Arch. Pharm.j 1890, 228 , 347) describes the ferrocyanide 
as a white amorphous sparingly soluble powder. 

A tartrate, B,C4HQ0g,4H20, has been prepared by Merck {Client. 
Zeit. Rep., 1893, 17 , 30). It crystallises in white needles, easily 
soluble in hot, but sparingly soluble in cold water. When dried at 
105° it loses 12% in weight and leaves a yellowish fused mass. 

Hydrastlnine, CullijOaN, produced together with opianic acid 
by the action of oxidising agents on hydrastine, forms white crystals, 
melting at i i6-r or at 100° after heating for some time at that tem- 
perature. It dissolves in water to form a strongly alkaline and very 
bitter solution. It is also soluble in etlier, ethyl acetate, benzene, and 
light petroleum, and crystallises from each of these solvents with iIIjO, 
which, liowever, is eliminated in the salts, a fact probably due to the 
formation of a closed ring. 

The solution in water or alcohol is yellow and c.xlnbits fluorescence, 
but it dissolves in anhydrous alcohol-free ether or chloroform to a 
colourless solution. Dobbie and Lauder have found that the absorp- 
tion spectra of the. coloured and colourless solutions arc entirely 
different {Chcin. Soc. Traii'^., 1004, 85, roo5) and from a study of these 
they conclude tliat the solid substance and that in solution in ether or 
chloroform has the carbinol constitution (1), whilst in aqueous or 
alcoholic solution, hydrastinine has the quaternary ammonium consti- 
tution (11) from which the salts are derived. 



Reactions and Detection. — When hydrastinine is oxidised in dilute 
alkaline solution with a cold saturated solution of potassium perman- 
ganate, it is converted almost quantitatively into oxyhydrastinine, 
CnHjiOjN. Excess of the oxidising agent and slight heating carries 
the oxidation to hydrastinic acid, CijH^OeN, a substance crystallising 



IIYDlLXSTlNlNr.. 


573 

in flat needles melting at 164°, soluble in alcohol and ether, and 
yielding no precipitate with silver, barium or lead salts. 

Hydrastinine, when treated ^\ith potassium hydro.\ide solution, yiehls 
hydrohydrastinine, CuHjgOjX, and oxyhydrastinine, Cijll^OgN. 
The latter is a feeble base, melting at 97-()8‘^ and distilling above 35o‘^, 
and forms cry'stallisable salts. 'I'lie former base is also formed by the 
action of reducing agents on hydrastinine. It forms white crystals 
melting at 66°, and yields cr}’stallisable salts. 

When warmed with acetic anhydride in benzene solution, hydrastin 
ine gives an ciaityl derivative, C'jjIIjoOg.AcN, which crystallines in 
needles m. p. 105°, wliilst the corresponding hnizoyl derivative can be 
prepared by the Schotten-Baumann method. The latter compound 
melts at 98-99°. 

\’on Bunge slates that i part of hydrastinine in 100,000 of water 
can be detected by means of Mayer’s reagent. 'Fhe reactions ol)ser\(‘d 
by Labat aiul described under llydnihiinc are also given by 
hydrastinine. 

The hydrochloride, crystallises in feebly coloured 

needles, soluble in water and alcohol. 'I'he acjueous solution is 
optically inactive and feebly lluorescenl. 

According to Merck {Zeit. Ostcrrcidi. Apolh. Ver., 1892, 30, 107) 
hydrastinine hydrochloride is always coloured light lemon-yellow'. 
Its degree of purity can be ascertained as follows; 0.2 grrn. is dis- 
solved in 6 c.c. of water and 0 droj^s of sodium hydroxide solution 
(1:5) added. Each drop of alkali prodiues a while prei i))ila1(‘ whidi, 
redissolves on .shaking. he base (rysiallises out if the clear .solution 
is stirred. If the salt is pure th(‘ j)recipitate is ((uite white and the 
supernatant li{|ui(l clear and colouiless. Addition of )iy<iro< hloric ac it) 
efTccts tlie dissolution of the base and gives lemon-yellow solution. 
Samples of the hydrochloride, whidi, when treated as above, give a 
precipitate not entirely soluble in hydrochloric acid, or leave a turbid 
or coloured mother-liquor after the ba.se has cry.stallised, are contami- 
nated with foreign matter. 

jorissen observes that the blue fluorescent acjucous solution of 
hydrastinine hydrochloride has the proj)erty of instantly reducing cold 
Nessler solution w’ith llie depo.sition of mercur>'. I'he same reaction 
is given by morphine, apomorphine and picrotoxin (Ann. Chim. Anal.y 
1903, 8 , 126). 
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The sulphate^ BjHjSO^, forms yellow crystals showing a green 
fluorescence, and is soluble in alcohol. 

Canadine, CJ0H21O4N, is an alkaloid accompanying berberine and 
hydrastine in golden seal root. Until recently there was some doubt 
as to its actual existence, Lloyd having failed to detect it in the extract 
from a very large quantity of the root; but F. Wilhelm and E. Schmidt 
have independently isolated the alkaloid, which is identical with 
Lerchen’s Xanthopuccine {Jahresber 1878, 144). 

Schmidt prepared it from crude hydrastine {Arch. Pharm., 1894, 
232, 136). This was dissolved in acetic acid and precipitated with 
ammonia. The precipitate after washing and pressing was dissolved 
in dilute sulphuric acid, the filtered solution treated with nitric acid 
and allowed to stand for one or two days. The precipitate was dis- 
solved in hot water and the base reprecipitated with ammonia. This 
process was repeated until nitric acid gave a white crystalline precipi- 
tate becoming yellow on exposure to light. The alkaloid is then 
recrystallised from boiling light petroleum and finally from alcohol. 

Canadine forms white needles, m.p. 132.5®, insoluble in water, readily 
soluble in alcohol, ether, chloroform and benzene, difficultly soluble in 
light petroleum. The alcoholic solution is neutral to litmus and 
phenol phthalei n . 

It has been established by Gadamer {Arch. Pharm., 1901, 239, 648) 
that canadine is identical with /-tetrahydroberberine, and thus has 
[alo— 298.2° in 1% chloroform solution. 

Reactions . — Canadine dissolves in sulphuric acid to a yellow’ solution, 
gradually turning red. Nitric acid also gives a yellow solution. Erd- 
mann’s and Fruhde's reagents give a transient olive-green colour 
rapidly becoming brownish-red. The alkaloid dissolves in sulpho- 
vanadic acid to an olive-green solution changing to brownish-black. 
It liberates iodine from iodic acid, and reduces a solution of potassium 
ferricyanide and ferric chloride, giving Prussian blue. The solution 
of canadine in pure sulphuric acid is turned brownish-black by basic 
bismuth nitrate. 

When heated in alcoholic solution with iodine it forms berberine 
hydriodide. * 

The salts are difficultly soluble in w’ater, particularly in the presence 
of excess of the corresponding acids. 

The hydrochloride, C3oHji04N,KCl, is a white crystalline powder 
more easily soluble in hot than in cold water, giving a neutral solution. 
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It turns yellow on exposure to light. The plalinkhloridt is a yellow 
amorphous precipitate, and the mricitloridc a reddish-brown llocculent 
precipitate. 

The nitrate, BjHNO,, forms small white glistening leallets, less 
soluble than the hydrochloride in water. 

The sulphate, B,H2SO„ crystallises in large colourless plates easily 
soluble in water, associated with vaiydng quantities of yellow needles, 
which probably consist of the hydrated salt. 

The methiodide forms pale yellow crystals, m. p. 228-2^2°. 

Calumbai oi Columba, is the root of Jateorhiza Calumba ox Con ulus 
palmatus, a herbaceous climbing plant occurring in the forests of East 
Africa. 

The calumba of commerce consists of dried transverse slices of the 
root. It possesses mild, bitter tonic properties, and the tincture, 
extract, and infusion are oHicial preparations. The roots of bryonia 
and Frasera Waltcri have been occasionally sold as calumba. 

Calumba has been studied by Gadamer (Ardi. Pliarm., 1902, 240, 
450; 1906, 244, 255, C//CW. Zcz/., 1906, 30, 924), Gunzel (Arch. Pharm., 
1906, 244, 257) and Feist (ibid., 1907, 245, 586). These authors have 
isolated from the root three distinct alkaloids, Jatcorrhizinc, Columba- 
mine and Palmaiine. Berberine is not present in Calumba. 

Jateorrhizine, C,7H8(OCH3)3(OH)jN, is the most soluble of the 
three. It forms a hydriodide, B,III,H 20 , which crystallises in reddish- 
yellow needles m. p. 20^-210°, a. hydrochloride which crystallises from 
water with 1/2H2O in light yellow needles m. p. 206°, and from 
alcohol with iIl2G in copper-coloured needles m. p, 206°. 

The sulphate, B2,H2S04, forms brownish-yellow prisms, and the 
nitrate, BjHXOg, glistening golden-yellow needles. 

Coltimbamine, Ci7H8(OII)(OCH3)4N, is tlie methyl ether of 
jateorrhizine. 

The hydriodide, B,III, forms orange needles m. p. 224'’, difficultly 
soluble in water and in cold methyl and ethyl alcohols, and having an 
intensely bitter taste. 

The hydrochloride, B,HCi, crystallises with 2.511^0 in yellow 
needles, m. p. 194°,' and with 4HjO in brown prisms m. p. 184°. 

The hydrogen sulphate, B,H2S04, melts at 220-222°. The 
nitrate, B,HN03,2 1/2H2O, forms lemon-yellow needles, m. p. 232°. 
The platinichloride, BjHjPtClj, is a yellow powder, m. p. 238° 
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(clecomp.), whilst the auric hloride, BjHAuCl^, forms slender yellow 
needles, m. p. 220°. 

Palmatine, Ci7nQ02(0CIl3)4N’. This, the least soluble of the 
three alkaloids, closely resembles berberine. 

The hydr iodide, crystallises in slender yellow needles, m. p. 

238-240° (decomp.). The aiirichloridc forms small cinnamon-brown 
crystals. The BjIINOg, 1.51120, forms slender lemon-yellow 

needles, m. p. 238-240°. 

Columbln, or ('alumba Bitter, exists in calumba root 

to the extent of 0.34 to 0.40% 'I'o extract it, the material is exhausted 
with boiling alcohol, the extract evaporated to dryness, the residue 
taken up with hot water, and the filtered liquid shaken with ether; or 
the tincture is eva[)oratcd to a syrup, and shaken with cliloroform. 
The chloroform solution is filtered, evaporated, and treated with 60% 
alcohol, which dissolves most of the colouring matter. The residue is 
dissolved in strong alcohol, the solution decolourised with animal char- 
coal, and the columbin cr\'stallised. 

Ililger (Apolh. Zeit , 1896, ii, 73) recommends boiling with ether 
to extract columbin from the root. 

From analyses and molecular weight determinations made by 
Ulrich {Anniilcn, 1907, 351 > columbin seems to have the formula 
^28^^ 10^ wliiKt Frey has shown {ibid. 2) that the substance contains 
two liydroxyl groups, since it forms a diacctyl derivative, and a lactone 

ring. Atc'ordingly the formula can be written C27lUg05(()lI)2^. 

^CO 

The diacetyl comtmund crystallises in white needles, m. p. 2iS° 
Uolumbin is an intensely bitter, inodorous, neutral substance. It 
melts at 182°, and crystallises from acetic acid .solution in colourless 
tiimetric prisms, very slightly .soluble in cold water, more freely in hot. 

(\dumbin is .sparingly soluble in cold alcohol, and in 40 parts of the 
boiling solvent. It dissolves with difficulty in cold, more readily in hot 
ether. 

The solution of columbin is intensely bitter, it is not precipitated by 
tannin or any metallic salts. 

Columbin dissolves in strong sulphuric acid with orange colour, 
changing to deep red; on adding water brown flakes are deposited. 
Columbin di.ssolves in aqueous alkalis, and is rcprecipitatcd by acids. 
On heating w ith alkali hydroxide an acid substance is formed. Accord- 
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ing to Houd^, columbin produces vomiting and diarrhoea, o.io grm. 
was fatal to a fowl, deatli being preceded by digestive disturbance and 
frequent evacuations {Pharm. 1885-6 [//i], 16, S38). 

Columbic acid, OHC37II30O7.CO2II, is j)repared by treating the 
dried alcoholic extract of calumba root witii lime-water, and precipi- 
tating the solution with hydrochloric acid. 

It has been prepared by Frey {loc. cit.) by boiling a solution of 
columbin in strong potassium hydroxide solution, in a current of 
hydrogen. Thus prepared, Columbic acid crystallises in rosettes, 
m. p. 220° It is somewhat less bitter than columbin, nearly insoluble 
in water, slightly soluble in ether, more readily in acetic acid and 
easily in alcohol. The alcoholic solution gives a yellow precipitate 
with lead acetate. 
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CAFFEINE, TEA AND COFFEE. 


By J. J. fox and P. J. SAGEMAN. 

CAFFEINE AND ITS ALLIES. 

Caffeine, the characteristic alkaloid of coffee, was obtained pure in 
1821, when is was prepared almost simultaneously by Runge, Pelletier 
and Caventon, and Robiquet. In 1827, Oudry discovered a siinilar 
principle in tea, and named it theine. Berzelius suggested the identity 
of this with caffeine, and tlxis was afterwards established, as also was 
that of the alkaloid of guarana, called by Martins guaranine. Matf, 
or Paraguay tea, and Kola nuts contain the same alkaloid, wliile cocoa 
contains the alkaloid theobromine (a lower homologuc of caffeine) in 
addition to small quantities of caffeine. 

Unlike the majority of the alkaloids hitherto described, theobromine 
and caffeine are not related to pyridine or quinoline. T'hey arc 
respectively the di- and tri-methyl-derivatives of xantliine, CJH4O2N4, 
a weak base forming the chief constituent of certain rarely-found urinary 
calculi, and existing constantly to a minute extent in normal urine and 
in most of the organs of the human body. 

Xanthine is closely related to uric acid, C^H^OgN^, and the whole 
of these bases are classed together as derivatives of ‘‘purine,” 

The synthesis and constitution of purine and its derivatives have l>een 
worked out by F^. Fischer and his co-workers {Ber., 1897, 30, 549, 
1839, 2226, 2604; 1899, 32, 435; Untersucliungm in der Puringruppe, 
1907). 

The following formulae show the relationship existing between the 
various purine derivatives: 

iN=6CH 

! I 

2HC sC— 7NH 

I J ^CH Purine 

3N--4C-~9N 


IIN— CO 


C— NH 
\CH 

HN— C—N 


oc 

I 
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purine 
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H.N— CO 

HN— CO 


CH, 

Theobromine, 

OC C— NH 

Uric acid, O.C C— N or 3.7 -dimethyl- 

1 '! >co 

or 2:6:8- j : \(.JJ 

trioxypu- ' ^ 

xanthine 

HN— C— NH 

rine CH3N— C— N 


CH,.N— CO 

CH3N— CO 


1 ! CH3 

Caffeine, ' i 

Theophylline, 

OC C— N 

or 1.3-7- ^ 

1.3-dimethyl- 

1 ? >" 

trimct'hyl- | | Vr 

xanthine i ^ 

xanthine 

CH3.N— C— N 

CHj.N— C— N 



The dose relationship between xanthine and caffeine is established 
by the synthesis of the latter from the former. Xanthine readily 
dissolves in hot aqueous ammonia and from this solution silver nitrate 
precipitates a silver salt, CjHjOjN^AgjjHjO. A similar lead salt 
may be obtained and this on being treated under pressure with methyl 
iodide at 100® is converted into theobromine, €5113(0115) 2O2N4. 
The silver derivative of theobromine is then heated at 160° with methyl 
iodide and yields trimcthylxanthine or caffeine. Fischer has shown 
that uric acid may be readily methylated by treatment of its aqueous 
alkaline solution with methyl iodide whereby tetramethyluric acid is 
formed. Under the action of phosphorus oxychloride this is converted 
into chlorocaffeinc; and when chlorocaffeine is reduced by nascent 
hydrogen, caffeine results. 

Xanthine is a white amorphous powder, occurring in all animal 
tissues, in beet roots and to a small extent in tea extract, from which 
it has been isolated by A. Baginsky and Kossel. Baginsky extracted 
the material with diluted sulphuric acid, treated the clear liquid with 
barium hydroxide solution in excess, anc^ then passed carbon dioxide 
to precipitate the excess of barium hydroxide. After filtering and 
evaporating ammonia and silver nitrate were added, and the resultant 
precipitate of xanthine-silver nitrate was crystallised from its solution 
in dilute nitric acid to which some urea had been added. *1 he xanthine- 
silver nitrate so obtained contained 33.6% of Ag, or very nearly the 
amount required by the formula C5H403N4,Ag’N03. The weight of 
xanthine obtained from i lb. of tea was only 0.1567 grm. {Pharm. 7 ., 
1888 [m], ig, 41). It is probable that the xanthine obtained in this 
way was somewhat impure. 

Xanthine is only slightly soluble in cold water, alcohol and ether, 
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and is not readily dissolved by diluted mineral acids. It disolvos 
readily in alkali hydroxides, and in hot acjueous ammonia. On care- 
ful evaporation with hydrochloric acid and a crystal of potassium 
chlorate, and treatment of the residue T^ith gaseous ammonia, a 
reddish-violet colour results. 

Xanthine is dealt with more fully in Vol. 7. 

Caffeine, Theine, or i *.3 :7-Trimethylxanthine, C JHCHa'lsOjN,. 

The constitution and sj-mthesis of caffeine Irave already been de- 
scribed (see page 579). 

Caffeine exists naturally in the following sources, all of which are 
employed for food or preparing beverages: 

a. Coffee; the dried seed of Cojfca Anihifa. 

b. Tea; the prepared and drie<l leaves of Camellia Thca. 

c. Matd or Paraguay tea; the dried leaves and twigs of Ilex Para- 
guayensis, 

d. Guarana or Brazilian chocolate; the dried pulp of the seed «)f 
Paullinia Cupana. 

e. Kola; the seeds or nuts of the Kola tree {Cola or Siereulia atumi- 
nata) of West Central Africa. 

Caffeine is found in other parts of these plants besides those com- 
monly used for food, and also occurs in small (luantily, together with 
theobromine, in cocoa. 

Caffeine is now prepared on a considerable scale from damaged tea. 
Several methods have been employed for the i>urpose, one of the 
simplest being to exhaust the tea with boiling water, boil the deioction 
with litharge or acetate of lead, and (onrentrale the filtered solution 
till the alkaloid crystallises out on cooling. 'I'he ])roduct can be puri- 
fied by sublimation, or by crystallisation from hot water. 

Caffeine forms long, wliite, .silky, Ilexible nee.lles, which readily felt 
together to form light lleecy masses. When deposited slowly from an 
aqueous or chloroform solution, the crystals of taffeine present a charac- 
teristic appearance under a magnifying power of loo to 300 diameters. 

The m. p. of caffeine is given as 2tf-4° (Streckcr); Allen gives 
231.5°; German Pharmacop,tui 230.5, and UnUed States Pharmaeopceta 
236.8° after drying. 'The sublimation-point is 180° {German Pharma- 
copceia) or 178° {United States Pharmacopxia). Caffeine crystallises 
from aqueous solution with i molecule of water, but commercial 
.caffeine usually contains rather less than this quantity. The British 
Pharmacopieia states that crystalline caffeine should contain 8.49% of 
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water; Allen found only 7.05 and 7.10% in two conunercial specimens 
and this is more nearly the quantity present in ordinary samples, 
probably owing to efflorescence. The water of crystallisation is lost 
by prolonged exposure over sulphuric acid at ordinary temperatures. 

On heating crystallised caffeine to 100® the crystals become opaque 
and friable, owing to the loss of water, the residue consisting of 
anhydrous caffeine and dissolving without turbidity in chloroform. 
According to Mulder, caffeine is deposited in anhydrous crystals from 
alcohol or ether, and under certain conditions from water also. 

The effect of heat on caffeine is of considerable importance from the 
point of view of its estimation. The alkaloid undergoes only a slight 
loss of weight at 100°; above 100® the loss is greater and at 120° is 
gradual but continuous, and at 178° the caffeine sublimes in long silky 
needles. According to A. Wynter Blyth caffeine sublimes distinctly 
at 79°; and \V. A. Puckner (Amer. J. Pharm., 1905, 77, 488) states 
that caffeine can be dried without loss at 95° in a flask, but not in an 
open dish and that the caffeine does not become anhydrous at 100°. 
G. E. Smith, C. M. Caines and G. S. A. Caines working with Allen, 
however, obtained results which undoubtedly demonstrated that caf- 
feine can be estimated by drying in a water oven and that any loss 
of alkaloid sustained by this method is practically negligible. They 
further show that on heating at 120® a steady and continuous loss of 
alkaloid is sustained. Moreover no loss resulted in evaporating a 
solution of caffeine in chloroform, or on repeatedly evaporating to 
depress with water (A. H. Allen, Pharm. J. 1892, [Hi], 23, 213.) 

The present writers confirm Allen’s statement that caffeine can be 
repeatedly evaporated with water at 100® in an open beaker, without 
more than the slightest loss of caffeine. 

Caffeine is odourless, but has a bitter taste. It has a marked physio- 
logical action, and in excessive doses possesses decided poisonous 
properties. Administered to frogs, it produces tetanus and rigor of 
the voluntary muscles. A cat was killed in 35 minutes by administer- 
ing 0.25 grm, of alkaloid. In all experiments with caffeine on the 
lower animals there has been increased frequency of the heart’s action, 
and repeated emptying of the bladder and intestines. After death, 
the alkaloid has been detected in the blood, the bile, and the urine. 
In man, caffeine increases the heart’s action, by stimulating the 
cardiac muscles, and excites the nervous system, and it has been 
stated to be an antidote in nicotine poisoning. 



CAFFEINE. 


583 


The British Pharmacopona gives from 0.07 to 0.35 grm. as the 
medicinal dose of caffeine; the German Pharmacopeia states the maxi- 
mum single dose at 0.5 grm., and the daily maximum dose at 1.5 grm. 

The physiological action of infusions of tea and coffee is in part due 
to the caffeine, but is largely modified by the other constituents— notably 
the tannin, extractive matter, and possibly the essential oil of tea, and 
the caffeol or essential oil of coffee. 

The solubility of caffeine is given in the following tables: 



Parts of solvent required for i 

of caffeine 


A Commaille (Comfit. GOckel (Ckem. 

Rgnd . iSis. ii, j 6 >M/r . 1897.3,401) 1 

U.S P. 

Solvent 

At 15* to 1 7® 

At b p 1 1 

! of 1 x8“ 1 

solvent t 1 

B p. 

1 

• 5" 


Hy- 1 Anhy* 

orated i drous 

1 

; Anhy- 
drous 

' . - 1 

1 



Rectified spirit 

Absolute alcohol ... . 
Commercial ether . . 
Pure anhydrous ether. 

Chloroform 

Carbon disulphide . . 
Petroleum spint . . 
Carbon tetrachlonde 
Benzene 


i 6 S 1 . 3 * ,• 

5 a6 I . .1 

aaHH a 77 | 

7 7 5 35 

1709 930 1 

4000 ' 


■”?..! ”1 


1183 U»>4| 

J09 B 18.9I 


The United States Pharmacopeia states that i part dissolves in 5.2 
of water at 80° and 17.1 of alcohol at 60°. 

A systematic study of the solubility of caffeine was made by A. 
Seidell (/. Amer. Chem. Soc., 1907, 29, 1091) with the object of 
finding a method of estimating caffeine in mixtures. His results are 
given in the table: 

I r ♦ SfMubility ; Krm cafle-' Sp. gr. of Mt- 

1 Temperature , urated aolu- 

solvent of solution saturated s«3lution tion 


Water 

Ether 

Chloroform 

Acetone 

Benzene . 
Benzaldehyde. . 

Amylacetate 

Aniline 

Amyl alcohol 

Acetic acid 

Xylene 

Toluene 
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In headache powders consisting of mixtures of salol, acetanilide and 
caffeine, Seidell obtained a fair approximate separation by digestion 
first with toluene and then with amyl alcohol, most of the caffeine 
being insoluble. 

Chloroform and benzene dissolve out the alkaloid even from its 
acidified aqueous solutions, but the agitations must be several times 
repeated to effect complete extraction. 

I c.c. of cone, sulphuric or cone, nitric acid should dissolve o.i 
grm. of caffeine and give colourless solutions {German Pharmacopana) . 
Ilydroclxloric acid has no action on caffeine below 200°, but when 
heated under pressure with concentrated hydrochloric acid to 250® 
for 6 to 12 hours caffeine yields ammonia, methylamine, sarcosine, 
carbon dioxide, and traces of formic acid. The volume of methylamine 
produced is double that of the ammonia, which proves the presence of 
three NMc groups in caffeine, and establishes the following equation 
for the action: Can,oO,N,+ 6HeO = NIl3+ 2N(CIl3)Il2+ C3H7O2N 
+ CIIjOjT 2CO2 (E. Schmidt, Annalcn, 1883, 217, 270). 

When caffeine is warmed with dilute alkali hydroxide or boiled with 
concentrated barium hydroxide solution, it at first assimilates the ele- 
ments of water and is converted into an acid, CgHjjOgN^. On further 
treatment, this substance splits up with great facility into carbon 
dioxide and the base caffeidinc, C^IIijON^. On still further boiling 
with tlic alkali this is again decomposed with formation of carbon 
dioxide, formic acid, ammonia, methylamine, and sarcosine (methyl- 
aminoacetic acid). 

Cajfeidinc-carboxylic acid, CgHj20gN4, or CylluON^.COOH, is 
best prepared by digesting finely-divided caffeine for some hours at 
30° in a dilute solution of potassium or sodium hydroxide, neutralis- 
ing with acetic acid, adding cupric acetate (avoiding excess), and decom- 
posing tire resultant precipitate by hydrogen sulphide. The liberated 
acid obtained on evaporation of the filtrate in vacuo at the ordinary 
temperature, may be purified by solution in chloroform and precipita- 
tion with benzene, and is thus obtained in the form of a thick oil, which 
on c.xposure to the air solidifies to a yellowish-white, semi-crystalline 
mass, very soluble in water to a strongly acid liquid. It is soluble in 
alcohol and chloroform, but insoluble in benzene. On boiling the 
aqueous solution of caffcidinc-carboxylic acid, carbon dioxide is 
evolved and a reddish oil remains, which when stirred up with a small 
quantity of sulphuric acid and treated with alcohol solidifies to a white 



CAFFEIDINE. 


585 

crystalline mass of caffeidine sulphate. The reaction affords a ready 
method of preparing caffeidine. It is merely necessary to decompose 
the copper salt with hydrogen sulphide, evaporate the liltrale rapidly, 
and treat it with strong sulphuric acid. The copper salt of caffeidine- 
carboxylic acid, Cu(CJii,03N,)„ is a pale blue crystalline iwvvder, 
nearly insoluble in water and wholly so in alcohol. The barium, 
calcium, zinc, cadmium, and magnesium salts aie nearly insoluble 
in water, but the lead salt is soluble, KA is a yellow oil. On adding 
mercuric chloride to the solution of a soluble caffeidiiie-car- 
boxylate, a copious white precipitate is obtained which contains 
(C8H,i03N4)2ng,2HgCl2. If this be suspended in water and decom- 
posed with hydrogen sulphide the liltered liquid leaves caffeidine 
hydrochloride on evaporation. 

Caffeidine^ C^H, 20^N, maybe obtained as above described, or may 
be prepared by boiling caffeine with a solution of 10 parts of crystal- 
lised barium hydroxide for half an hour, or until ammonia and methyl- 
amine begin to be evolved. PTom the product of the action, caffei- 
dine sulphate, BHjSO^, is obtained by acidifying the filtered liejuid 
with dilute sulphuric acid, and evaporating the filtrate to a thin syrup, 
when the salt is deposited in readily soluble needles. The free base is 
an oily, strongly alkaline liquid, readily soluble in water, alcohol and 
chloroform, but with difficulty in ether. It reduces silver oxide, even 
in the cold, and decomposes very readily into ammonia, methylamine, 

NMc.CO 

and cholestrophanc (dimcthylparabanic acid),CO<^ | 

^NMc.CO 

Caffeidine nitrate, hydrobromide, and hydrochloride crystallise well. 
BjHjPtClj crystallises from w^ater in large orange-yellow needles, con- 
taining either 2 or 4 IIjO. 

Allen has proved that caffeine readily undergoes decomposition when 
boiled with lime-water, a fact which lias a practical bearing on several of 
the published processes for its estimation. \V 1 \en caffeine is boiled with 
magnesia and water, the decomposition is insignificant, and with litharge 
there is no change; j^eated wnth soda-lime at iSo*^, ammonia is evolved, 
and carbonate and a large quantity of cyanide formed. According to 
Rochleder this last product distinguishes caffeine from piperine, mor- 
phine, quinine, and cinchonine. VVIren caffeine is ignited with excess 
of soda-lime, the nitrogen is evolved as ammonia, any cyanide formc^l 
as an intermediate product at a lower temperature being decomposed 
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in the usual manner; but in order to ensure complete conversion of the 
nitrogen into ammonia, it is better to mix the caffeine with about twice 
its weight of cane-sugar (A. H. Allen). 

When caffeine is treated with bromine-water, avoiding excess, and 
the liquid evaporated to dryness at 100°, a yellowish residue is left, 
which becomes crimson-red on further heating, and is turned a mag- 
nificent purple by ammonia. The test is very delicate, and is not 
affected by a considerable excess of ammonia. On adding sodium 
hydroxide complete and instant decolorisation occurs. 

Another modification of the test consists in treating a minute quan- 
tity of the solid substance (such as a residue of caffeine left on evapo- 
ration) in a porcelain dish with a few drops of strong hydrochloric acid 
and a minute crystal of potassium chlorate, and evaporating the liquid 
to dryness at 100°. When cold, the reddish-yellow or pinkish residue 
is cautiously moistened with ammonia, avoiding an excess, when the 
characteristic purple colouration is produced ; or, preferably, it is exposed 
to ammoniacal vapours by inverting the dish bearing the residue over 
another containing strong ammonia. 

The products of the oxidation of caffeine include amalic acid, which 
by subsequent treatment with ammonia is converted into murexoin; 
the reactions being identical to the eye and parallel in chemical change 
to those yielded by uric acid under like conditions. Thus: 


Uric acid yields 

With the oxidising agent, Alloxantin. 

On adding ammonia, Murexide. 

NH,.C«H,OeN, 


Caffeine yields 
Amalic acid. 
C,n,(CH3),0«N, 


Murexoin. 

NH,.C3(CH,),OeN3 


Strong nitric acid may be substituted for the bromine-water or 
hydrochloric acid and potassium chlorate; but the reaction is in that 
case for less distinct and easy to regulate, and excess of ammonia must 
be carefully avoided. O. Hehner pointed out that, if the nitric acid 
used be perfectly pure, caffeine fails to give the murexoin reaction, 
but that in presence of a minute trace of hydrochloric acid the colour 
is readily developed. 

Theobromine and xanthine give similar reactions to caffeine with 
an oxidising agent and ammonia. The purple colourations due to 
caffeine and theobromine are decolourised by adding alkali hydroxide 
solution, but that due to uric acid is changed to blue. 
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If caffeine solution is boiled with a strong solution of nitric acid and 
potassium ferricyanide a precipitate of prussian blue is formed on 
dilution. This test is delicate, but applies to uric acid also. 

When caffeine is heated with a large excess of nitric acid, it is con- 
verted into cholestrophane or dimethylparabanic acid, 

NMe.CO 

co<( I 

NMe.CO, 

a compound which crystallises in pearly laminir, m. p. i 45 - 5 °i '>• P- 
a7S-277°, and difficultly soluble in cold water and alcohol. It is 
decomposed with great facility by alkalies into symmetrical dimethyl 
carbamide (melting at 97-100°) and o.xalic acid. Hence on adding 
ammonia and calcium chloride to its a<iueous solution, and warming 
the liquid, calcium oxalate is precipitated. 

Cholestrophane is also produced (,t 5-4 to 41-8';;) hy oxidising 
caffeine with chromic acid mixture, the main action being: 


Caffeine is very imperfectly precipitated by the usual alkaloidal 
reacents. No reactions result with neutral ioilised potassium iodide 
and Mayer's solution, which behaviour distinguishes caffeine from 
nearly all other alkaloids except theobromine and colchicine. 1 - rom 
an acid solution however caffeine is quantitatively precipitated by 
a solution of iodine and potassium iodide. Potassio-bismuth K^ide 
percipitates caffeine after a time from moderately dilute soluUons 
ft -4 000) Phosphomolybdic acid produces a yellowish precipitate, 
Lluble in warm sodium acetate solution, the liquid depositing ree 
™ cooling. (C.H,.O.N,ll< ll.l>,a, » obl.i.oJ on .ad.g 
hydrochloric acid and platinic chloride to a hi^ly 
soluUon of caffeine, as an orange precipitate soluble m 20 parts of cold 
and an even smaller quantity of warm water, crystallising again on 

*'°A*^Ltion of carfeine in 200 parts of water gives an immediate and 
abundant precipitate on adding a saturated solution of mercuric 
chloride With a more dilute solution (I'.i.ooo) crystals appear m a 
few minutes, and in an hour or two an abundant crop of large acicular 
crystals is obtained. With a solution of caffeine in 4,000 parts of water 
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crystals appear after a few days. The precipitate contains CgHioOjN^- 
HgClj, and is much less soluble in excess of the reagent than in pure 
water. Hence the best results are obtained by adding an equal volume 
of a concentrated solution of mercuric chloride to the liquid to be tested. 
The compound is soluble in about 260 parts of cold water, and more 
readily in hot, crystallishig out again on cooling and it also crystallises 
from hot alcohol. The compound is not sufficiently insoluble to be 
applicable to the quantitative precipitation of caffeine (R. 11 . Davies, 
Phann. 1890 [in], 21, 253). 

Gallotannic acid precipitates moderately dilute solutions of caffeine, 
the precipitate being somewhat soluble in excess of the reagent. A 
difference of a few degrees in temperature greatly alters the solubility, 
and hence a solution of properly adjusted strength may be perfectly 
limpid at one temperature, and become completely opaque from 
separation of amorphous caffeine gallotannate on cooling a few degrees. 
A similar separation of caffeine tannate is the cause of an infusion of 
tea becoming turbid on cooling. 

Salts of Caffeine. — Caffeine is a very feeble base. Its aqueous and 
alcoholic solutions have no action on litmus, and it is extracted from 
aqueous liquids by benzene and chloroform, even in presence of a free 
mineral acid. This behaviour is doubtless due to the facility with 
which the majority of caffeine salts arc hydrolytically dissociated on 
dilution. They are decomposed by alcohol and ether as by water, 
and the salts with volatile acids {e. g., acetic) arc decomposed on 
exposure to air. The hydrochloride leaves merely free caffeine after 
heating at loo'^. Allen found that on adding free caffeine to hot 
water containing a trace of sulphuric acid and coloured with methyl 
orange, the red colour of the liejuid was immediately destroyed, 
proving neutralisation of tlic acid; but an acid reaction was re-es- 
tablished when standard acitl had been added equivalent to only 
about 1/20 of the caffeine present. Owing to these facts, certain 
devices have to be employed for the preparation of the majority 
of the salts of caffeine. The oxalate and salicylate arc sparingly 
soluble, and can be readily prepared by mixing ecjuivalent quantities 
of the acid and alkaloid in aqueous solution. The citrate is best 
obtained by mixing a chloroform solution of caffeine with an alcoholic 
solution of citric acid, and evaporating the mixture to a syrup. 

The salts of caffeine with acids are so readily dissoated by water 
that in order to obtain the neutral salts considerable excess of acid is 
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necessary. With an excess of acid, and at a sufficient degree of cou^ 
centration, the alkaloid m\\ momentarily dissolve to a clear solution, 
and then almost immediately crystallise out as salt. 

H. W. Snow {Pharm. 1890 [m], 21, 1185) gives the following 
as the composition of the principal salts of caffeine: 

Caffeine hydrochloride, B,nCl I 
Caffeine hydrobromide, 2ll2() 

Caffeine nitrate, 5 (B,HN O3) + H^O 

Caffeine sulphate (normal), B,HjSO^ 

Caffeine oxalate, BjjHjCjO^ 

Caffeine salicylate, B,IIC7f[503 

Caffeine hydrochloride crystallises in colourless prismatic needles. 
It loses the whole of its acid at 75°. The sulphate is deposited from a 
hot alcoholic solution in sinning needles unchanged at 100°. Caffeine 
nitrate forms tine transparent crystals, which when dropped into water 
become opaque, and are converted into pesudomorphs consisting of 
microscopic needles of free caffeine. 

Caffeine gives rise to a number of perhaloids (Oomberg, 
Amer. Chem. Soc.^ 1896, i8, 347) which are noteworthy from their 
insolubility in water. Thus Gomberg showed that if to a solution of 
caffeine acidified with hydrochloric acid an aqueous solution of iodine 
and potassium iodide were added, a precipitate of caffeine periodide, 
CgHioO^N^HI.I^, resulted. The .substance crystalli.ses from methyl 
alcohol in dark blue prisms. Similar salts are the di-iodo-hy dr iodide, 
CgHjoOjN^HI. 12,1.51130, consisting of almost black prismatic 
iridescent crystals and the dibromo hydrobromide, CgH,o03N4lIBr.Br3, 
consisting of orange-coloured crystals. 

Caffeine citrate is official in the British Pharmacopoeia of 1898, 
where the formula CglCoOjN^jCgllgOy is ascribed to it. The 
British Pharmacopoeia article is regarded as an indefinite, unstable, 
inaccurately described, and superfluous preparation {Pharm. J 
1888 [in], 19, 252). Free caffeine has not unfrcquently been sold as 
the citrate. The proportion of acid can be directly ascertained in 
the citrate and other caffeine salts by titrating the solution with a 
standard alkali hydroxide (preferably barium hydroxide) and phe- 
nolphthaleln ; and the total caffeine can be isolated by agitating the 
neutralised or original aqueous solution with chloroform. On treating 
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the dry substance with cold chloroform, only the uncombined caffeine, 
if any, will be dissolved out (J. U. Lloyd). 

A strong and stable solution of caffeine can be readily prepared by 
dissolving it in benzoate, cinnamate, or salicylate of sodium or ammo- 
nium. Such solutions are employed for hypodermic injections; 
caffeine phenate and phthalate have been applied to the same purpose. 
Caffeine sodium salicylate should contain about 40% of caffeine. 

The extraction and estimation of caffeine are fully dealt with in the 
section on tea and coffee (page 233), but the following observations by 
A. H. Allen ^ {Pharm. 1892 [mj, 23, 215) may be conveniently 
summarised here as they are of considerable importance for judging 
the value of the processes for estimating caffeine which have been 
proposed from time to time. 

1. Aqueous solutions of caffeine may be concentrated and evaporated 
to dryness at 100°, the resulting product being practically anhydrous 
caffeine. No appreciable loss of weight occurs in tliis operation. 

2. Caffeine can be completely extracted from its acidified or slightly 
ammoniacal aqueous solutions by repeated agitation with chloroform. 
In Allen’s experiments, from a solution slightly acidified with sulphuric 
acid, the first treatment with chloroform extracts from 70 to 85% of 
the total alkaloid. 

3. Charcoal cannot be employed for decolourising caffeine solutions, 
without a considerable adsorption of alkaloid, which is retained with 
extreme persistency. 

4. Caffeine remains completely unchanged by heating to 100® with 
strong hydrochloric acid, or with sulphuric acid diluted with 1/3 
of its volume of water. 

5. Caffeine is readily decomposed by alkalies. By warming with 
dilute sodium hydroxide, it easily undergoes change, and by boiling 
with lime it is partly decomposed, with formation of ammonia and 
mcthylamine (see page 224). 

6. When commercial caffeine is treated with ignited magnesia and 
water, and the mixture distilled, a slight but distinct formation of 
ammonia is observed, apparently accompanied with traces of volatile 
amines. But the volatile bases are found chiefiy in the first fractions 
of the distillate, the latter portions being quite free from alkaline 
reaction; and when carefully purified caffeine is employed, the forma- 

» Worked out by C. M. Caine*. G. S. A. Caine* and G. E. Scott-Smith, in AUen’* Labora- 
tory. 
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tion of ammonia and other volatile bases is reduced to a minute trace. 
Hence their formation is more probably due to the decomposition of 
some impurity present in small quantity than of the caffeine itself. 

7. If a mixture of caffeine with magnesia be made into a paste with 
water and dried, the alkaloid can be wholly extracted from the mixture 
by prolonged treatment with chloroform. 

8. When i part of caffeine is dissolved in hot water, and a solution 
of 2 parts of gallotannic acid or tannin prepared from tea is added, 
the caffeine can be accurately estimated by precipitating the solution 
with lead acetate and extracting the concentrated filtrate with chloro- 
form. If however the mixture be concentrated to a syrup, mixed with 
ignited magnesia, and dried at 100°, the whole of the alkaloid cannot 
be extracted by boiling the powdered mass with dry chloroform. 

9. When a decoction of tea is substituted for the foregoing artificial 
mixture of caffeine with excess of tannin a precisely similar result is 
obtained. Whether sand or magnesia be used, the alkaloid is only 
partially extracted, even after prolonged boiling with chloroform or 

ether. 

10. When fmcly-powdcred tea is mixc<l with slaked lime, ignited 
magnesia, or sand, made into a paste with hot water, and the mixture 
thoroughly dried at too®, only a fraction of the total alkaloid can be 
extracted with chloroform. 

11. By prolonged boiling with litharge a decoction of tea becomes 
completely decolourised, but the process is tedious. If after a time 
a small addition of lead acetate be made, clarification occurs m a few 

minutes. , , 

From the foregoing statements it is evident that the esttmation 

of caffeine when in a state of solution presents no great difficulty, 
though the plan of evaporating the liquid with .sand and lime or mag- 
nesia, and extracting the dried mixture with chloroform or ether, may 
give gravely inaccurate results. 

Theobromine, 3.7-Dimethyl-xanthine, 

C,H, 0 ,N.. 

The constitution and synthesis of theobromine have already ^en 
described (page 380). It is the lower homologue of caffeine, to which 
alkaloid it presents a dose general resemblance, but differs consider- 
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ably from it in its solubilities. Theobromine is isomeric with theo- 
phylline and paraxanthine. 

Theobromine exists naturally in cocoa, the seed or bean of Theo- 
broma cacao; and together with caffeine in the kolanut {Skreulia acu- 
minata). An alkaloid apparently identical with theobromine was 
found by Zoller in a specimen of Himalayan tea. 

Theobromine forms a white, crystalline powder, which under the 
microscope appears as trimetric needles and club-shaped groups. 
When heated to about 290° it sublimes without decomposition or 
previous fusion, but melts at 329° in a sealed tube. 

Theobromine has a very bitter taste, which is only slowly developed. 
Its physiological action is similar to that of caffeine, but more powerful. 
In large doses it produces well-defmcd poisonous effects.^ It is elimi- 
nated by the kidneys, and can be detected in the urine. 

Theobromine requires 1,700 parts of cold or 600 of boiling ether 
for solution, dissolves in 105 parts of boiling chloroform, is soluble 
in amyl alcohol, dissolves slightly in benzene, and is insoluble in 
petroleum spirit. Gockel {Chem. Centr., 1897, 2, 1401) states that 
theobromine dissolves in 4,703 parts of boiling carbon tetrachloride 
and 3,125 parts of boiling anhydrous ether. 

Eminger (Forschurgsber. Lebensmittely 1896, 3, 275; Jahresber. 
Pharm.y 896, 746) gives the following data: 

I part theobromine dissolves in 736.5 parts water at 18°. 

I part theobromine dissolves in 136 parts water at 100°. 

I part theobromine dissolves in 5,399 parts 90% alcohol at 18®. 

I part theobromine dissolves in 440 parts boiling 90% alcohol. 

It dissolves more readily in 80% than in 90% alcohol. 

Theobronune dissolves in acids, and is precipitated from the solution 
by alkalies, but is soluble in excess of ammonia or alkali hydroxides. 
It is wholly extracted from its solution in sodium hydroxide by agita- 
tion with chloroform. 

Theobromine is a weak base, its salts being readily decomposed by 
water with separation of the alkaloid (compare Caffeine, page 588). 
The hydrochloridcy BHCl-bHjO, and nilraity EHNOj, lose all their 
acid at 100®. The platinicJUoridey B^HaPtClg-b 2H,0, crystallises in 
oblique prisms, which effloresce in the air and become anhydrous at 
100.® The aurichloridey BHAUCI4, forms tufts of yellow needles. 

* Veley and Waller <Proc. Roy. Soc., 1910, 38a, 568) have esUmated the relative toxicity 
of theobromine to cafteine as 1.8: 1. 
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An aqueous solution of theobromine forms with mercuric chloride 
a white crystalline precipitate, sparingly soluble in water and alcohol. 

One of the most definite and insoluble compounds of theobromine 
is that with silver nitrate. When a very dilute aqueous solution of 
theobromine nitrate is treated with silver nitrate, silver-white needles 
containing silver form after a short time. The compound is only spar- 
ingly soluble in water, and may be dried without change at loo^. If a 
solution of theobromine in ammonia be treated with silver nitrate, a 
gelatinous precipitate is obtained which dissolves easily in warm am- 
monia, and on boiling the solution for some time, liydrated silver 
theobromine, C7n702N4Ag, separates as a granular nearly insoluble 
precipitate. Monthuld (Ann. Chim. Anal. Appl., ipn, i6, 137) 
utilises the formation of insolul 3 lc silver theobromine as a method of 
separating theobromine from caffeine. 

Theobromine reacts with alkalies like a weak acid and forms definite 
salts. Thus the sodium salt is obtained by adding theoijromine to 
sodium hydroxide until a portion remains undissolved after long 
standing, and evaporating the filtrate in vacuo. The product is desti- 
tute of crystalline structure, is extremely soluble in water, has a strong 
alkaline reaction, and absorbs carbon dioxide from tire air. 'I'he 
barium salt, (CjHjOjNJjba, separates on adding tlieolnominc to 
barium hydroxide solution as a mass of microscopic needles, and is 
obtainable as a snow-wliite felt of .silky needles by slowly cooling its 
solution in hot water. If the solution be rapidly cooled, it solidifies 
to a stiff jelly. 

Theobromine yields no product similar to caffeidinc when boiled 
with concentrated barium hyroxide .solution or alkali hydroxides. By 
such treatment, as also when heated with hydrochloric acid under 
pressure to 240*^, theobromine gives the same products as caffeine 
(page 584). 

The best precipitant of theobromine is a solution of sodium phos- 
photungstate which should be added to a solution strongly acidified 
with sulphuric or nitric acid. The yellow precipitate should be mixed 
with sodium carbonate or magnesia, dried, and the mixture exhausted 
with hot chloroforn^, which dissolves the theobromine. 

When theobromine is heated with dilute sulphuric acid and lead 
dioxide, carbon dioxide is evolved. Once started, the action con- 
tinues without further application of heat, and if excess of tlie oxi- 
dising agent and too long heating be avoided the filtered liquid is 
VOL. VI.— 38 
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colourless, but evolves ammoni^on treatment with an alkali hydroxide, 
separates sulphur from hydrogen sulphide, colours the skin purple-red, 
and immediately turns blue when treated with a moderate quantity 
of magnesia. Excess of magnesia destroys the colour, which may be 
restored by cautious addition of sulphuric acid. 

By oxidation with chromic acid mixture, theobromine yields carbon 

NMe.CO 

dioxide, methylamine, and methyl-parabanic acid, CO<^ | 

NH. CO. 

Aqueous chlorine converts it into methyl-urea, NHMe.CO.NHj, and 
NMe.CO 

methyl-alloxan, CO<^ ^CO 

NH. CO^ 

while treatment with hydrochloric acid and potassium chlorate oxidises 
it to dimethyl-alloxantin, C8H4(CH3)208N4. Theobromine gives 
with oxidising agents and ammonia the same colour-reactions which 
characterise caffeine (page 586). 

For isolation and estimation of theobromine, see under Cocoa. 

Diuretin. — Under this name a preparation has been introduced 
into medicine having the constitution of a combination of sodium- 
theobromine and sodium salicylate, and the formula C^H^OgN^Na,- 
C,H4(OH).COONa. 

Diuretin is colourless, odourless, slightly soluble in cold water, and 
insoluble in chloroform or ether, but readily soluble in hot water or 
warm dilute alcohol. It is decomposed by carbon dioxide. The 
physiological action of diuretin is said to be quite distinct from that of 
the analogous compound of caffeine. It is stated to be much more 
readily absorbed than simple theobromine, and to be devoid of any 
toxic properties, or of the peculiar excitant influence on the central 
nervous system exerted by caffeine. 

Owing to the high price of theobromine as compared with caffeine, 
substitution of the former by the latter alkaloid is possible, and hence 
G. Vulpius (/. Chem. Soc,y 1890, 58, 1475) ^^s proposed the follow- 
ing method for the assay of diuretin: 2 grm. of the sample is dissolved 
in 10 c.c. of water in a porcelain dish, the solution <acidified with hydro- 
chloric acid, and then rendered faintly alkaline with ammonia. The 
liquid is kept for 3 hours at the ordinary temperature, and frequently 
stirred. The separated theobromine is then collected on a tared filter, 
the filtrate being used to transfer the last portions from the dish. 
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Gentle suction is used to remove the l^st of the motherdiqiior, and the 
theobromine is then washed twice with lo c.c. of cold water, dried at 
loo®, and weighed. By this method, Vulpius recovered from 41 to 
41.5% of theobromine from pure diurctin, 6.5% remaining in the 
filtrate and washings. Making this allowance, the theobronvine 
should not be less than 46.5%, and that isolated should melt when 
carefully heated, be completely volatile, and dissolve readily in sodium 
hydroxide solution. From the filtrate from the theol)romine, the 
salicylic acid can be isolated by acidifying with hydrochloric acid and 
agitating with chloroform. The separated chloroform is washc'd with 
water to remove mineral acid, a little water and a drop of phenolphtha- 
lein solution added, and the liquid then titrated with N/io alkali 
hydroxide. Each c.c. of Nf 10 alkali required for neutralisation rej)re- 
sents 0.0138 grm. of salicylic acid. Diurctin should contain 38.5' ^ 
of salicylic acid. The titration completed, the chloroform may be 
separated and evaporated, when the residue will represent the 6.5% 
of theobromine not previously separated, together with any calTeine 
the preparation may have contained. To prove the .absence of calTeine 
in diurctin, Vulpius recommends that i grm. of the sample should be 
dissolved in 5 c.c. of \vater, and the solution neutralised with hydro- 
chloric acid, when the theobromine will form a milky precipitate readily 
soluble in .soda solution. If the mixture be .shaken with its own volume 
of chloroform, not more than 0,005 grm. of residue should remain on 
evaporating the separated chloroform. 

Other compounds of theobromine are also on the market; such are 
sodium-theobrominc-citratc and sodium-thcobromine-sodium-acetate, 
known also as Agurin. 

Derivatives of caffeine, such as hydroxycalTeine and calTeine 
ethylenediamine, have come into use for medicinal purposes. Hydroxy- 
caffeine, CgHjoOjN^, has been prepared by the action of alcoholic 
potassium hydroxide on chlorocaffeine, and subsequent treatment with 
hydrochloric acid (Starkenstcin, Pharm. Cenir.y 1907, 47, 6i8; Pharm, 
J., 1908 [h], I, 630). It crystallises from water in needles, m. p. 
345°. It is stated to be a powerful diuretic and to be free from toxicity. 

Theophylline, i;3“Dimethylxanthine, CjH2(CH3)202N4, a base 
existing in minute quantity in tea, together with xanthine, hypo- 
xanthine C3H4ON4, and adenine. It is isomeric with theobromine 
and paraxanthine (occurring in human urine). According to A. 
Kosscl {Ber.f 1888, 21, 2164; Zeit. Physiol, Chem.^ 1889, 13, 298), 
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theophylline crystallises with iHjO, which it loses at no®. It melts 
at 264®. It is easily soluble in warm water, but sparingly in cold alco- 
hoi, and is extremely soluble in very dilute ammonia. It forms a crys- 
talline hydrochloride, nitrate, platinichloride, aurichloride, and 
mercurichloride, and combines with sodium hydroxide to form a 
readily soluble compound. When evaporated with chlorine-water, 
theophylline yields a scarlet residue, changed to violet on addition of 
ammonia. The silver -derivative ^ C7H702N4Ag, is obtained as an 
amorphous precipitate on adding silver nitrate to an aqueous solution 
of theophylline. It crystallises from hot ammonia, and dissolves 
readily in nitric acid. The methyl-derivative, CyHjMeOjN^, pre- 
pared by heating the last substance with methyl iodide and methyl 
alcohol, is identical with caffeine. 

For the isolation of theophylline Kossel extracts tea-leaves with alco- 
hol and evaporates the tincture to a syrup, when most of the caffeine 
crystallises out on cooling. The filtrate is diluted with water, acidified 
with sulphuric acid, filtered after a considerable time, made alkaline 
with ammonia, and precipitated with nitrate of silver. After standing 
24 hours the precipitate is filtered off and warmed with nitric 
acid; on cooling the liquid, the silver nitrate compounds of adenine 
and hypoxanthine (sarcine) crystallise out. The acid filtrate is treated 
with ammonia, and the precipitate suspended in water acidified with 
nitric acid and decomposed by hydrogen sulphide. On concentrating 
the filtrate, xanthine first crystallises, and subsequently theophylline. 
The mother-liquor is precipitated with mercuric nitrate, the free acid 
being nearly neutralised with sodium hydroxide. The precipitate is 
then separated, suspended in water, and decomposed by hydrogen 
sulphide, and the theophylline recovered from the filtrate. 

Theophylline is used as a diuretic, .for w'hich purpose it is much 
stronger than either caffeine or theobromine, although it acts on the 
heart to a less extent than caffeine. A preparation with sodium acetate, 
used medicinally, is sodium theophylline sodium acetate^ C7H702N4- 
Na,C2ll303Na, containing upward of 60% of theophylline. It is 
sold under the name of Theocin} 

Adenine or 6-Aminopurine, C5H5N5, occurs to^ small extent in tea 
extract, and was isolated by Kruger from tea {Zeitsch. Physiol. Chem.y 
1895, 21,274). Kruger precipitated the adenine as the silver derivative 

1 The alkaloid is prepared commercially from S-chlorocaffeine by the action of phosphorus 
oxychloride and chlonne which yield dichlorocaffeine; this is heated with water and the 
resulting S-chlorotheophylline reduced to theophylline (Eng. Pat. 5901 of 1903). 
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from the ammoniacal solution of the extract; and then from an aqueous 
solution of the silver adenine and other alkaloids obtained insoluble 
adenine picrate, C6H5N4,C«H,(NO,),OH. The adenine silver was 
finally purified by recrystallisation from hot nitric acid. According 
to Kruger, hypoxanthine does not occur in tea extract, but is probably 
derived from the action of the nitrous and nitnc acid during the recrys- 
tallisation of adenine silver. 

Adenine crystallises from aqueous solution in long needles with 
3 HjO. It gives no colour reaction on evaporation with nitric acid 
and treatment of the residue with alkali; but if some of the ciy'stals arc 
warmed to 53° they become opaque at thjs temperature, probably 
owing to loss of water of crystallisation (see Vol. 7). 


TEA. 

The tea of commerce is the prepared leaf of Thea chinensis (and 
perhaps allied species), a shrub-like plant belonging to the genus 
Camellia. It occurs native in the Himalayas and Assam, has long 
been cultivated in China and Japan, and is now grown largely in 
British India, Ceylon, Bnazil, etc. T. assamica is native to Assam. 

It was formerly believed that green and black teas were the product 
of distinct plants, but it is now known that the dilTcrence is due to the 
method of preparation, black tea having undergone a certain amount 
of fermentation, whereas in green tea this change is carefully prevented. 

“For black teas, tlic leaves arc withered a little, rolled to liberate the 
juices, left in balls for the proper state of fermentation, then sun-dried 
and subjected to a careful firing in a furnace. For firecn teas, the fresh 
leaves are first 'withered in hot pans, then rolled to free the juices, 
slightly roasted in the pans, sweated m bags, and returned to the pans 
for a final slow roasting, witli stirring, for 8 or 9 hours, beginning 
at the temperature of 69°, and falling to 49° at the close” (A. B. Pres- 
cott). The methods of preparing tea vary materially in different 
countries. In India, the manufacturing processes are very much 
simplified, being reduced to five, instead of the twelve practi^’ed in 
China. In addition, the work is nearly all accomplished by machinery, 
so that the leaves are not touched by the labourers, except in picking. 
This is partially true also of Japanese tea, whereas Chinese tea was for- 
meriy manipulated almost entirely by hand, except when the feet were 
employed. A detaOed description of the method of preparing Japanese 
tea has been given by J. Takyama {Chem. News, 1884, 50, 299). 
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The leaves are gathered from the plants four times a yeat, and are 
distinguished according to their age. Each leaf is at first a “Flowery 
Pekoe ” leaf, which is the name applied to the leaf-bud. This becomes 
in succession “orange Pekoe,’* “Pekoe,” “Souchong ist,” “Souchong 
2nd,” “Congou,” and finally “Bohea.” In some cases the leaves are 
classified simply as Pekoe, Souchong, and Bohea. The first and 
second pickings of the season furnish the finest teas; but the quality of 
the product depends on the age of the tree as well as the age of the 
leaf; the finest teas being produced from the young leaves of young 
plants, while old leaves, and the leaves of old wood, are deficient both 
in flavour and extract. .O. Kellner {Land. Versuchs-Stat.j 1887, 33, 
370) has published analyses of the leaves of the same tea-plant during 
six months (May to November). His figures show a decrease in the 
proportion of total nitrogen, and almost entire disappearance of 
amino-nitrogen in the older leaves. The caffeine fell from 2.85 to i.oo 
(estimated by evaporating the infusion to dryness with magnesia, and 
extracting with ether), and the tannin rose from 8.53 to 12.16. The 
hot-water extract remained practically stationary, while the ether- 
extract rose from 6.48 to 22.19. The ash increased from 4.69 to 5.04 
only, but in July fell to 4.29, and in September reached 5.1 1. All the 
ash determinations are probably low, and suggest ignition at -too 
high a temperature. Such an error w'ould vitiate the potash estima- 
tions, which showed a variation from 49.06 in May to 17.31 in 
November. The manganese (Mn30^) ranged from 1.21 to 2.48, and 
the chlorine from 1.04 to 1.56% of the ash. 

Besides the for'egoing distinctions, based on the age of the leaf, 
there are other classifications based on the the district of growth and 
the method of preparation. Thus among the chief commercial varie- 
ties of black tea are Assam, Ceylon, Japan, Kaisow, Moning, and 
Oolong; and those of green tea, Gunpowder, Hyson, Young Hyson, 
Imperial, and Twankay. Green tea has much declined in popularity 
of late years. 

The colour of black tea has been shown by K. Aso to be due to the 
action of an oxydase on tannin, the preliminary treatment in green 
tea destroying the oxydase. 

Mann (/. Asiatic Socy. Bmgaly 1901, 70, 154) proved that the 
oxydase in tea leaves is most active below 55® and can be destroyed at 
80®. The enzyme was found to occur in the unopened tip leaf of the 
shoots and in the stems; it was very sensitive to acids and alkalies and 
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diminished as the leaf aged. It was found that more highly flavoured 
teas resulted from increased enzymic action; and the enzyme increased 
during the withering of the leaves. The starch persisted during 
withering but disappeared on fermentation. 

Very few complete analyses of tea have been published; and, indeed, 
they have but a limited interest or practical value, since the tea is not 
consumed as a whole, but invariably infused, and the infusion contains 
the tea-constituents in very different proportions from those in which 
they exist in the leaf. 

Kbnig gives the following percentage results as the average of 158 
analyses of various kinds of tea: 
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These figures are calculated from analyses by different observers 
and some of the constituents have therefore been estimated by methods 
which are now superseded by more accurate processes; but the mean 
values are in fair agreement with the most recent work. 

J. M. Eder has published estimations {Dingi Polyt. 1879, 231, 
445 and 526) which differ somewhat from those of other observers and 
are probably low in tannin and in soluble mineral substances. Eder’s 
results include o.i^^ of Boheicacid obtained as stated by Rochleder; 
but it has been shown by Hilger and Tretzel that boheic acid is merely 
an oxidation product of the tannin of tea and does not exist as such in 
tea. Polstorff {Chem. Zentr.y 1909, i, 2014) has detected choline in 
tea leaves. He obtained 3 grm. of choline from 10 kilogrm. of tea. 

Some idea of the variations of the most important constituents in 
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teas of different origin may be obtained from the following table 
(numbers are percentages): 
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The following analyses by Y. Kozai {Bulletin No. 7, Imperial College 
of Agriculture, Japan) have a special value owing to tlie author’s 
knowledge of tea manufacture. Special precautions were taken in 
sampling the leaves to ensure strictly parallel specimens being taken. 
The figures refer to the moisture-free leaves in each case: 


j U nprepared 

1 Ic.^ves 

Green tea ' 

Black tea 

Caffeine 

3.30 

1 

3.20 

3.30 

Ether-extract 

6 49 

5.5a 

5.82 

Hot- water extract 
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47.23 

Tannin (as gallotannic acid) 

13.91 

10.64 

4.89 

Other nitrogen -free extract 

37.86 

3 * -43 

35.39 

Crude protein 

37.33 
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Crude fibre 
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Ash 

4-97 i 

4.9a 

4.93 

Albuminoid nitrogen 

4-11 

3.94 

4. II 

Caffeine nitrogen 

0.96 

0.93 

0.96 

Amino-nitrogen 

0.91 

1 .13 



1 . 16 


The proportion of ash found by Kozai is remarkably low, but it 
seems not impossible that this is characteristic of Japanese teas, since 
some analyses by J. Takayama {Chem. News^ 1884, 50, 299) show 
the same peculiarity. 
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An analysis of the so-called “flower of tea,” consisting of the hairs 
of the leaf-buds of the tea-plant, has been published by T. B. Groves 
{Year-hook Pharm.y 1876, 610). 

Dried tea flowers have been introduced into Paris from Tonquin 
and according to Perrot and Goris {Rev. Set. UUnion Phartn., 1907, 
48, 301, and Pharm. 1907 [iv], 2, 381) contain 2% of caffeine 
and fair quantities of manganese and iron. There are apparently 
two kinds — green and black — probably owing to difference in drying. 
The infusion prepared from the flowers of tea is stated to possess a 
very delicate aroma and to be sweeter than ordinary tea infusion 
James Bell {Foods, i, 6) gives the following figures as illustrating 
the composition of fair representatives of black and green teas of 
commerce: 


Congou (black) Young Hyson 
7o [ (green) % 


k 70 S.9f> 

17 lO.Hj 

70 .80 

t> l‘> t-os 

. . . so 

2 60 ? 22 
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4 Oo 4 20 

^4 00 2 S QO 
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Bell’s values for tannin are probably too high for ordinary tea. 

The following figures are given by J. P. Battershall {Food Adultera- 
tion, page 28) as the results of the analysis by American chemists of 
samples representing 2,414 packages of Indian tea, a class remarkable 
for their general strength, high quality, and freedom from adulteration: 
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A. A. Besson {Chem. Zeit., 1911, 35, 813) has examined 86 samples 
with the following results; 


Moisture .... . 

Caffeine ... .... 

Albumin, insoluble ... . . . . . 

Albumin, soluble 

Extractive by alcohol, containing nitrogenous in.itter 
Dextnn or Rurn. . ... 

Pectin and pectic acid . 

Tannin .... 

Chlorophyll and resin . . 

Cellulose and insoluble colouring matter 

Ash . . 
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Kind 

Moisture 

Stalk 

Ash 

Caffeine 

Chinese green tea 

6.00- 7.69 

0.4- 5-3 

4.88-7.46 

3.13-3.33 

Foochow . . . . • 

6.29- 9.06 

4 - *-* 7-5 

4 80-5.73 

a. 23-3.64 
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8.6-17. I 

i 4.95-S.65 
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Indian 

4.57- 8.12 

5.8-43.4 

4 S 4 -S 65 

a .80-4. lo 

4 . 00— 8.08 

ii.S-37.4 

i 4.73-5.64 

3.31-4. IS 

Java. . . 

8 33-10.50 

11 . 4 -a 9 9 

1 

1 s 53-7 3a 

3 22-4 54 


Besson found very little relation between the price and quality, as 
determined by the tasting test, and the amount of stalk present in the tea. 

E. Sage {Pharm. 1898, [iv], 7, 106) has furnished the following 
figures for the analysis of Natal teas: 
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Simil|ir figures arc given by C. H. Caines and also in the Bull, Imp. 
Inst. (1908, I, 2). 

Natal tea must not be mistaken for the so-callcd ‘‘Cape tea’^ and 
“Bush tea,’^ consisting of the dried leaves and twigs of certain species 
of Cyclopia. According to H. G. Greenish {Pharm. 1880 [i«], 
n, 549, 569, 832), Cape tea is destitute of caffeine or other alkaloid, 
but contains a glucosidal substance called cyclopin, CjjHjgOjj, similar 
to cinchona-novatannic acid, and yielding, when boiled with dilute acid, 
dextrose and a substance of the formula Cn^H^jOio, closely resembling 
cinchona-nova-red. Greenish also found a crystalline substance 
exhibiting a green fluorescence in alkaline solutions, and probably iden- 
tical with the cyclopic acid previously described by A. H. Church 
{Chem. News, 1870, 22, 2); and likewise a third substance analogous 
to cyclopin, and apparently an oxidation-product of that compound. 
Cape tea yielded Allen 30% of extract, and on ignition left 3.7% of an 
ash containing manganese. ^ 

Analysis of Tea. — The most important analytical data which it is 
usually desirable to obtain are moisture, ash, caffeine, tannin, 
aqueous extract, detection of facing and detection of foreign leaves. 
The above estimations together with qualitative tests are usually 
sufl&cient to furnish a means of judging of the adulteration of tea. 
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Before analysis the sample should be powdered so that the whole 
passes through a sieve with meshes of 0.5 mm. breadtli. 

The moisture (determined at ioo°-io5°) contained in commercial 
tea varies within somew^hat wide limits (4.2 to 10.8%); but the 
range is far less when teas of the same class are compared. Thus 
G. W. Wigner (Pharm. 7 ., 1875, [Hi], 6, 26J, 281, 403) found that 
hyson and gunpowders, both of which are highly-dried teas, con- 
tained the smallest proportions of moisture (4.84 to 6.55^^), and, 
after drying at 100°, absorbed from 6.04 to 6.98% of water on 
exposure to air. Congou teas showed in their original condition 
an average of 8.50% of moisture, and never wholly regained their 
original weight on exposure to air after drying at 100°. The average 
proportion of moisture in commercial tea is about 7.7%, and the usual 
range between 7 and 9%. 

Ash. — For the detection of mineral adulterants, the tea should be 
ignited, and the proportions of ash soluble in water and acid de- 
termined. In practice, this is best effected by igniting $ grm. of the 
tea, in platinum, at as low a temperature as possible. When the 
carbon is burnt off, the ash will have a distinct green colour, owing to 
the formation of manganatc. The ash is w^eighed and boiled with 
wafer, the solution filtered, and the residue washed, ignited, moistened 
with ammonium carbonate, very gently ignited, and weighed. The 
difference between the weight now found and that of the total ash gives 
that of the ash soluble in water. The insoluble ash is next boiled with 
strong hydrochloric acid, the solution diluted with hot water, bltered, 
and the insoluble residue washed, ignited, and weighed. It consists of 
extraneous siliceous matter, such as sand, fragments of quartz, etc., 
and insoluble silicates, such as steatite from the facing of gunpowder 
tea. If titanic iron sand be present, some of it will almost certainly 
remain undissolved, and present the appearance of jet-black magnetic 
particles. The adulteration of tea with magnetic matter, formerly 
very common, is now obsolete, a clear proof that the mineral admixtures 
were not due to accidental causes. Magnetic matter is best detected 
by reducing 10 griy. of the tea to powder and spreading it in a thin 
layer on a sheet of smooth paper. A magnet is then applied to the 
imder-side of the paper and moved laterally, with its poles in contact 
with the paper. Any magnetic matter may thus be readily drawn out 
and separated from the tea. 

The weighing of the matter actually extracted by a magnet is far 
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more satisfactory than the estimation of the iron existing in the tea. 
Tea naturally contains a small proportion of iron, but it only amounts 
to about 3% of the weight of the ash, or about o.i8% of the entire tea. 
Of course the iron in this form is not affected by a magnet, the use of 
which has the advantage of extracting the iron in the form in which it 
actually exists. 

The solution of the ash soluble in water should be titrated with 
methyl-orange or litmus and standard acid, the volume used being 
calculated to its equivalent of potassium oxide (i c.c. of N/io acid= 
0.00471 grm. of K3O). 

The analyses of a very large number of teas show that the propor- 
tion of soluble ash and its alkalinity vary with the age of the leaves, the 
figures yielded being highest with young leaves and teas of high quality. 
The total ash of absolutely pure tea rarely, if ever, exceeds 6%, but 
some licence must be allowed in dealing with commercial samples. 

If tea contains more than 8% of ash calculated on the dry tea, 
adulteration is probable. The soluble ash should amount to at 
least 50% of the total and is frequently nearer 60%. R. R. Tatlock 
and R. J. Thomson {Analyst, 1910, 35, 103) have recently published 
analyses of various teas and they find that the total asli varies from 
5.14 to 6.65% and in one sample of gunpowder they obtained 8.87% 
of ash. This sample, however, showed 2.74% of sand. The soluble 
ash in these teas varied from 2.76 to 3.91%, the proportion of sand 
being much less than 1% except in the one case mentioned. 

G. W. Wigner {Pharyn. /., 1875 [Hi], 6, 361, 281, 402) obtained 
the following average results by the analysis of 68 samples of commer- 
cial tea taken from the original chests. The samples embraced 41 of 
ordinary character, 18 special teas of high price, and 9 samples of caper. 
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The ash of these 68 samples of lea had the following average composi- 
tion: 


liK-luditiR silica, Exclusive of 

itt. . Vo Silica, etc , Vo 


Siliceous matter. . . 
Soluble in acid ... 
Soluble in water . . . 


: 1 

u SA I 40 79 

SI so I ai 


Alkalinity of soluble ash, as KjO 


100 00 TOO 00 


2 S 09 J7 Jfi 


James Bell {Foods, i, 29, 31) has published figures agreeing with 
those of Wigner. The proportion of soluble ash in genuine teas 
analysed by Bell ranged from 2.8 to (calculated on the moisture- 
free tea), the proportion being usually between 3.2 and 3.6%, In one 
instance only did the soluble ash fall below 3', [ , and in that case the 
deficiency was very trifling, the proportion being 2.97%. The alka- 
linity of the soluble ash of the teas examined by Bell ranged from 1.30 
to 1.91% of KjO. In only one case did die total adi reach while 
the insoluble siliceous matter exceeded 1% in a few instances only. 
Bell’s results are fairly in accordance with the experience of Allen 
(see Chem. Ncivs, 1874, 29, 167, 189, 221), -and other observers. 

In certain cases a high soluble ash does not indicate a high quality 
of tea. This happens when the a.sh contains a notable proportion of 
sodium chloride, owing to the tea having been damaged by .sea-waiter 
and re-dried. The a.sh of pure tea contains only a trifling proportion 
of sodium, less tlian 2%, and die chlorine does not exceed 1.1%, 
equivalent to about 1.8% of sodium chloride, represendng 0.108% of 
the weight of the tea. Wigner {Phann.J., 1875 [Hi], 6,403) found 
3.08% of sodium chloride in tea wdiich had been a fortnight under sea- 
water and completely soaked, and 0.17% and 0.23 in samples which 
had been slightly moistened. 

The following is the composition of the ash of tea, and it will be 
seen that two of the most important constituents are die potassium 
and phosphoric acid. Manganese always occurs in about the propor- 
tions shown. 
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Bell (Foods io)‘ 

Maximum. %1 Minimum. % 

Mean. % 

P van Rom> 
burgh and Loh» 
mann 

Total ash. ... 

8 29 

i 5 99 

6.99 


Sand ... 

37 


s 38 


Silica 

9 27 

' 3 51 

6 26 

64 

Chlorine 

I 12 

1 97 

I os 

1 08 

Potasbium oxide (KiO) . . 

37 71 

1 8? 

33 6? 

50 63 

Sodium oxide (NajO) j 

1.27 

! .34 

79 

• 65 

Iron oxide j 

2.82 

/ -57 

i 1.59 

• 55 

Alumina 

S .SS 

I 1 54 

3 53 

1-55 

Oxide of manganese (Mn3()4) j 

2 11 

! 1 37 

1 73 

a -57 

Lime 

9 54 

I « «9 

8 84 

9.27 

Magnesia 1 

6 <; 2 212 

4 33 

8 55 

Phosphoric anhydride | 

18 54 

12 69 

15 00 

16 60 

Sulphunc anhydride ' 

Carbonic anhydnde i 

6 68 

5 39 

6 24 

8.08 

13 4a 

9 58 

1 1 . SO 

■ * 


Bell’s results were the means of 7 teas, some of the highest figures 
being due to a sample of Moning. Romburg and Lehmann’s values 
are the mean of 3 Java teas (ZcUsch. Nahr. Genussm,^ 1899, 2, 290). 

Isolation and Estimation of Caffeine. The isolation of caffeine 
in a state of purity presents little difficulty. Provided that the caffeine 
isolated be well crystallised, colourless, free from acid or alkaline re- 
action to litmus, completely soluble in chlorofrom, exerts no reducing 
action on Fehling’s solution, and leaves no ash on ignition, it may 
be regarded as pure. The extraction and estimation of the total 
caffeine in tea (or coffee), however, is by no means a simple matter 
and has received considerable attention in recent years. The methods 
proposed may be divided roughly into four groups. 

a. Extraction of the caffeine by means of boiling water and subse- 
quent treatment of the infusion with lime, magnesia, litharge or basic 
lead acetate to render tannin, etc., insoluble. 

b. Treatment of the material with lime and magnesia or ammonia 
and extraction with chloroform. 

c. Extraction of caffeine in the material directly by means of aqueous 
sodium benzoate or salicylate with or without an alkali and subsequent 
treatment of the alkaline liquid with chloroform. 

d: Gomberg’s method whereby the caffeine is extracted by means 
of water and the alkaloid is precipitated in acid solution as a periodide. 

In the writers’ experience Stahlschmidt’s method (Chem, Centr.y 
1861, 6, 396) as modified by Allen, and Keller’s method to be described 
below, both give satisfactory results; but it is desirable in the latter 

' Bell assumed that the chlorine was combined as potassium chloride and gives potassium 
chloride as a constituent; the iron according to Bell should be calculated as ferrous oxide, 
PeO. van Romburgh and Lohmann calculated the Manganese as MnsOi. 
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case that the nitrogen in the product should be estimated by Kjeldahl’s 
method. Provided the details are adhered to, these mehods arc con- 
venient and require comparatively little attention, although the indi- 
vidual experiments occupy considerable time. 

a. Alienas Modification of StaJtlschmidt's Method . — 6 grm, of finely 
powdered tea are treated in a flask with 500 c.c. of water, which 
is then kept boiling under a reflux condenser. No Soxhlct extractor 
or similar arrangement is so effective or rapid as actual boiling with 
the water. After 6 or 8 hours’ boiling, the decoction may be 
filtered, the residue washed with hot water on tire filter, and the filtrate 
made up with water to 600 c.c. It is then heated nearly to boiling, 
and about 4 grm. of lead acetate in powder added, a reflux conden.ser 
attached, and the liquid boiled for ten minutes. If on removing tlic 
source of heat the precipitate does not cunile and settle readily, leaving 
the liquid colourless, or nearly so, a further addition of lead acetate 
must be made and the boiling repeated. When clarification is effected, 
the liquid is passed through a dry filter. 500 c.c. of the filtrate (=*=5 
grm. of tea) is then evaporated to about 50 c.c., when a little sodium 
phosphate is added to precipitate the remaining lead or the lead is 
removed by hydrogen .sulphide. The liquid is filtered, the precipi- 
tate washed, and the filtrate further concentrated to about 40 c.c., 
when the caffeine is extracted by repeated agitations with chloroform, 
at least 4 treatments wfith w'hich are necessary to ensure the complete 
extraction of the alkaloid. In the great majority of cases the chloro- 
form separates readily. Should an obstinate emulsion be formed, the 
best plan is to place the mixture in a flask, distil off the chloroform, 
treat the residual liquid with a few drops of basic lead acetate, filter, 
and agitate the filtrate again with chloroform. The separated chloro- 
form solutions are mixed, and distilled in a tared flask immersed in 
boiling water. The last traces of chloroform arc removed while the 
flask is still hot by a current of air, and the residual alkaloid is weighed. 

The process can be shortened by boiling the tea with 600 c.c. of 
water in the first place, and adding lead acetate without previously 
filtering from the exhausted tea. This modification becomes necessary 
in the case of certain teas {e.g.^ gunpowder), the aqueous decoctions 
of which filter very slowly. 

The following results by the above process were obtained by C. M. 
Caines (Pharm. /., 1892, [m], 23, 218). In some instances the 
caffeine extracted by half an hour’s boiling was determined, in 
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addition to the total amount obtained by 6 hours' boiling with water. 
The results refer to the moisture-free teas, which were representative 
commercial samples: 


Description of tea 


Tannin; by 
lead acetate 


Caffeine 


, Extracted m Total; extracted 
j 30 minutes m 6 hours 


Ceylon, whole leaf (Pekoe). . 
Ceylon, broken leaf . 

Assam, whole leaf (Pekoe) . 
Assam, broken leaf . . . 

Java Pekoe. 

Kaisow, red leaf . . . 

Moning, black leaf 
Moyume Gunpowder 
Natal Pekoe-Souchong 


% 

13.01 

la 31 

10 08 

11 33 
13.03 
II .35 

1 1 76 

12 05 
9 90 



71 


3 'as 
4.03 

4.02 

4.03 

3.75 
3 41 
3.74 

2 . So 
1 oH 


The foregoing process is applicable to the determination of the Caf 
feine in coffee^ of vvliich 12 grm. may be conveniently employed. In 
the presence of chicory the extracted alkaloid is liable to be strongly 
coloured, in which case is should be redissolved in water, a few drops 
of sodium hydroxide added, and tlxe liquid again exhausted with 
chloroform. 

DvorkcrwilscW s method {Ber.y 1891, 24, 1945) has been recom- 
mended by the Association of Official Agricultural Chemists (U. S. A.) 
in the provisional methods for the analysis of tea (1907) and is as follows: 

Digest 10 grm. of the powdered tea with 200 c.c. of boiling water for 
5 minutes and decant the solution; repeat the treatment twice and 
boil the residue twice with 200 c.c. of water. ^ Make up the combined 
solutions to 1,000 c.c. and extract a portion with petroleum spirit to 
remove the fat, etc. To 600 c.c. of the fat-free solution (=6 grm. tea) 
add 100 c.c. of a 4% solution of barium hydroxide, mix and filter. 
To 583 c.c. of the filtrate (=5 grm. tea) add 100 c.c. of a 20% solution 
of sodium chloride and extract 3 times with chloroform. Distil the 
greater part of the chloroform from the combined extracts, place the 
residue in a tared dish, evaporate the remainder of the chloroform, 
dry at 100° and weigh. The caffeine is usually of sufi 5 cient purity to 
render a nitrogen estimation unnecessary. 

Hilgerand Juckenack (/.P/;arw.,i897, [vi],6, 184, ^JiAForschungsher. 
Lebens, 1897, 4, 49, 145) have modified the above process by using basic 

iln our experience the time of boiling recommended is generally insufficient to ensure 
complete extraction of the caff erne. 




alummium acetate and sodium hydrogen carbonate to precipitate the 
tannin, and evaporating the filtrate with aluminium hydroxide and 
extracting the dried residue with carbon tetrachloride. The method 
has been adopted by the German Stales. Gadamer states {Arch. 
Phartn., 1899, 237, 58) that llilger and Juckcnack’s method gives 
low results in all cases as the caffeine is not extracted thoroughly by 
the hot water in an hour and a half; and Lendrich and IVfurdficld 
(Zeit. Nahr. Genussm., 1908, 16, 647) recommend moistening the 
dried mass with steam before extraction with carbon tctra chloride; 
otherwise only 60 to 70% of the caffeine is recovered. 

Tatlock and Thomson {Analysly 1910, 35 » 105) ^ 

with 800 c.c. of water for i hour and evaporate the aqueous filtrate 
to small bulk; this is treated with sodium hydroxide solution and 
extracted with chloroform and the chloroform evaporated to dryness.^ 

b. An accurate method is that due to Keller {Ber. Dent, pharvt. 

Ges.y 1897, 7, 105, and Client. Centr., 1897, [/], 1134) as modified by 
Katz {Ber. Deut. pharm. Ges.y 1902, 12, 250, and Client. Cenir.y 1902 
[ii]y 1526). 10 grm. of the tea are treated with 5 grm. of ammonia 

solution and then shaken for half an hour with 200 grm. of chloroform. 
150 grm. of the solution is filtered off and evaporated to dryness; the 
residue is treated with 5 c.c. of ether and then with 20 c.c. of hydro- 
chlonc acid (0.5% HCl), The solution is gently warmed to drive off 
the ether and i^ then filtered warm through a wet filter, and the filtrate 

' is extracted 6 times by means of chloroform. The chloroform solution 
is evaporated to diymess and the caffeine weighed. The caffeine from 
tea tends to retain some colouring matter and in this case a nitrogen 
estimation is desirable. 

c. Virchow {Cliem. Zcit.y 1910, 34, 1037) modifies this method (for 
coffee) by adding a little paraffin wax to the chloroform extract, 
whereby the fat is more conveniently filtered from the aqueous caffein 
solution. 

J. Burmann (Bull. Sac. Chiniy 1910, [rV], 5 , 239) has recently used 
a similar process for coffee. He recommends that the chloroform 
extract should be placed in a test-tube constricted at two points, and 
evaporated to dryness. An asbestos plug is inserted in the lower con- 
striction and the tube is placed in a bath at 210 to 240® as far as the 


1 We have found that the boiUng in this case is insufficient 
extraction of the caffeine and the final product is not so clean m that ? 

method although Tatlock and Thomson claim that the method if carefully earned out 
resulte id^tical with the process involving the use of tannin precipitants. 

VOL. VI. — 39 
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lower constriction and the heating continued for 3 hours to sublime 
the caffeine. The lower portion of the tube is then cut off and the 
caffeine is removed by a suitable solvent and weighed. 

The use of ammonia in these methods is essential, as chloroform 
alone fails to extract all the caffeine from dried tea as shown by the 
experiments by G. E. Scott Smith working with Allen. Petit and 
Terrat (Ann. Chim. Anal.^ 1896, i, 228) have shown that all methods 
which depend upon the extraction of the dry material with organic 
solvents give low results. 

The following experiments were made by G. E. Scott Smith. 50 
grm. of commercial black tea of medium quality were powdered and 
boiled with water for 30 minutes. The solution was filtered and made 
up to 1 000 c.c. after cooling. Aliquot parts of the solution were then 
treated in the following manner. 

A. 100 c.c. (==5 grm. of tea) was evaporated to a syrup and mixed 
with 5 grm. of ignited magnesia. The mixture was dried thoroughly 
at 100®, powdered, and boiled with ether free from alcohol and water. 

Caffeine extracted by 6 hours^ treatment, 0.059 8^^* 

Caffeine extracted by 4 hours’ further treatment, 0.009 g^m. 

Caffeine extracted by 3 hours’ further treatment, 0.001 grm. 

Total, 13 0.069=1.38% 

On subsequently boiling the residue with alcohol an additional 0.0605 
grm, of caffeine was extracted, making 2.59% in all. 

B. Was conducted like A, but dry chloroform was substituted for 
ether. The total caffeine extractable by chloroform was 1.54%. 

C. Conducted like A, but rectified spirit was employed at once. It 
extracted 2.81% of brownish caffeine, which was reduced to 2.78% 
by re-solution in water and extraction with chloroform. 

D. Conducted like B, but sand was substituted for magnesia. 
Treatment with dry chloroform extracted successively 0.0365, 0.0175, 
0.0135 o.ooio grm. of caffeine during 9 hours’ treatment. On 
subsequent treatment with alcohol much tannin and colouring matter 
was extracted. This was precipitated by lead acetate, and the con- 
centrated filtrate shaken with chloroform. Additional yield, 0.070 
grm. making a total yield of 2.77% 

E. 100 c.c. (=5 grm. tea) was heated to boiling, treated with solid 
lead acetate, filtered, and an aliquot part of the filtrate concentrated, 
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freed from lead, and shaken repeatedly with chloroform. Caffeine was 
recovered equivalent to 2.63% of the tea. 

The determination of caffeine in tea sls carried out by Paul and 
Cownley {Pharm. 1887 [iii], 18, 417), is as foUows: 5 grm. 
of finely-powdered tea is well mixed in a mortar with 2 grm. of 
ignited magnesia, the mixture thoroughly moistened with hot water, 
again triturated, and then dried at 100®. It is next extracted with 
boiling alcohol, and the resultant liquid evaporated nearly to dry- 
ness. The residue is boiled with 50 c.c. of water, and treated with a 
few drops of dilute sulphuric acid. Whtn cold, the liquid is filtered 
and repeatedly shaken with chloroform until exhausted. The united 
chloroform solution is then agitated with a very dilute solution of 
sodium hydroxide, which removes a little colouring matter, so that on 
subsequently distilling off the chloroform in a weighed flask, the caffeine 
is obtained perfectly pure and colourless, or at most with a faint green 
tinge. 

Paul and Cownley by this method found that Indian and Cingalese 
teas contained a much larger percentage of caffeine than, owing to 
the faulty methods of analysis employed up to that time was com- 
monly supposed. 

Paul and Cownley have also employed the foregoing method of 
determining caffeine for the assay of cojfee {Pharm. 1886 [fri], 
17, 565, 648). The caffeine obtained by evaporation of the chloroform 
is liable to contain a small quantity of a brownish waxy or resinous 
impurity, and hence should be purified by re-solution in boiling water, 
and recovered by evaporating the filtered solution and drying die resid- 
ual alkaloid at 100°. By this process they found the proportion of 
caffeine in coffee-berries to vary within comparatively narrow limits, 
and not to be materially affected by roasting. Hence they recommend 
the estimation of the alkaloid in commercial coffee as a means of ascer- 
taining the proportion of chicory or other admixture present. 

c. Georges (/. Pharm. Chim.^ 1896 \vi], 4, 58) considers the 
following process satisfactory. 0.5 grm. of the sample is mixed with 
sand and extracted 2 or 3 times by means of a hot 1% solution of sodium 
salicylate, in which caffeine is readily soluble. The united extracts 
are mixed and evaporated to a volume of about 50 c.c. and the solution 
IS then shaken in a separator with chloroform. The chloroform 
extracts are evaporated to dryness and the caffeine weighed. In this 
process it is better to add some ammonia or sodium hydroxide before 
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extracting with chloroform on account of the hydrolytic dissociation of 
the sodium salts, especially if sodium benzoate is used. 

d. Gomberg's process {J. Amer. Chem. Soc.y 1896, 18, 331) was 
devised for the estimation of caffeine in drugs. It depends upon the 
fact that when a solution of caffeine containing hydrochloric acid is 
treated with a solution of iodine and potassium iodide the whole of the 
caffeine is precipitated as periodide, CgHio02N^,HI,l4. The process 
as modified for tea by Spencer ( 7 . Ajner. Chem. Soc.^ 1897, 19, 279) 
is as follows: 5 grm. of tea are boiled for half an hour with 400 c.c. of 
water and then digested for another half hour with an excess of 
ferric hydroxide (freshly precipitated). The liquid is cooled and 
made up to a suitable volume. A definite volume of this solution is 
filtered, acidified with diluted hydrochloric acid, the caffeine precipi- 
tated by a known volume of standardised iodine solution and the pre- 
cipitate allowed to settle after being made up to a convenient volume. 
An aliquot part of the clear supernatant liquid is drawn off and the 
excess of iodine is determined as usual. The amount of caffeine is 
obtained from the value i part iodine = o.3834 caffeine or i c.c. N j 10 
sodium thiosulphate = 0.00485 caffeine. The most accurate results are 
obtained when the iodine solution is used in large excess. ^ 

Modifications of the first two classes of methods involving the use of 
lime have also been suggested, but as it is known that alkali hydroxides 
decompose caffeine to some extent (page 585) the results obtained by. 
this means are probably low. 

[{Note by American Editor.) I have found the following method 
of estimating caffeine (and theobromine) very satisfactory. It is based 
upon characteristic reactions. (See page 588.) 

As part of the naturally occurring caffeine is combined as tannates, 
glucosides, etc., it is necessary to adopt some preliminary procedure 
and if possible one that is more complete in its action in all cases than 
the method described on pages 608 to 61 1. Both in extracting the 
samples and in purifying the extract it is very desirable to have a form 
of apparatus that can be used for extraction of liquids witli immiscible 
solvents heavier than water and for the percolation of solids, etc. The 
form used by the writer is known as The Landsiedl Extraction Appara- 
tus” and can be obtained from the larger supply houses. The extract 

' CafTeine is sometimes a constituent of headache powders, and W. A. Puckner has sug- 

f 'csted its separation from acetanilide by extraction of both substances with chloroform 
n the presence of sulphuric acid. The caffeine is precipitated as periodide and the pre- 
cipitate decomposed by sodium sulphite. 
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tions can be made in a Soxhlet apparatus and separatory funnels, but not 
nearly so well, due to the considerable solubility of caffeine in water, etc. 

In the case of tea leaves, ground kola nuts, ground coffee, etc., add 
enough 5% sulphuric acid tothoroughl> moisten (and what is necessary to 
penetrate to all parts when thoroughly soaked). The size of the sample 
used for analysis will vary from 2 to 28 grm. due to the probable caffeine 
content. Heat this moist mass in a covered beaker immersed in a 
steam bath or boiling water for about 2 hours so as to break up the 
complex molecules by hydrolysis. Then mix with clean sand if the 
wet mass is too dense to allow penetration of the chloroform. Place 
a plug of cotton in the bottom of the inner tube “A” of the extraction 
apparatus (see Fig. 2) and till »n the moist sample and cover 

with a few thicknesses of filter paper. Pour enough pure chloroform 
into the bottom of “D” to cover to the extent of 0.5 to 0.75 in. Con- 
nect with condenser which fits with ground-glass surfaces. Heat over 
water-bath so that the chloroform boils freely and drips steadily from 
the condenser upon the sample. Continue heating 4 hours. 

Transfer the chloroform solution to a flask and drive off the chloro- 
form by means of a water-bath, until in the case of an Krlenmeyer flask, 
the bottom is just about covered. Evaporate the balance of the chlo- 
roform at very low heat, which is easily done by adding a little pure 
ether, and driving this off at just below its boiling-point. 

The caffeine (theobromine) at this stage is generally contaminateil 
with resins, fatty oils, terpenes, etc. Add a mixture of 15 c.c. of water 
and 5 c.c. cone, sulphuric acid and agitate with 25 c.c. of ether. Sepa- 
rate the layer in a small funnel, washing with only a few' cubic centi- 
meters of water. Neutralise the a(iucous layer with 20% sodium 
hydroxide (a more dilute solution may result in too large a volume for 
the inner tube of the extractor). When alkaline add dilute sulphuric 
acid until barely acid and then make it alkaline (a few drops excess) 
wdth ammonium hydroxide. Use inner tube “ C ” which must be abso- 
lutely clean and dry each time, and fill about to dotted line with chloro- 
form. Add the aqueous solution and water until chloroform begins to 
run from the exit tq^e. Have a layer of about 0.5 in. of chloroform in 
the bottom of the extractor “ D.” Place the iniler tube in “ D ” so that 
the upper projecting edge rests on projections that are blown in the glass 
to support it. Connect up and boil the chloroform for about 2 hours. 
This will extract the chloroform in a high degree of purity from tea. That 
extracted from coffee may have traces of colour, but when the nitrogen 
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is estimated it has been found by the writer to be dose to the theoretical. 
A discoloured caffeine is due to some of the aqueous layer being 
mechanically carried over with the chloroform. If the operation of 
refining is repeated, it will be white and free from appreciable impurity. 
The chloroform is removed as in the previous case. 

With infusion of tea or coffee already made proceed as follows. 



Take loo c.c. or less if desirable, of the liquid, add enough hydro- 
chloric acid to make i% HCl and boil with reflux condenser for a half 
hour. Place in inner tube ** C ” and extract for about 4 hours. Refine 
as previously described, after making faintly alkaline. 

Caffeine is advantageously separated from theobromine because of 
its ready solution in benzene, while theobromine is only very slightly 
soluble. 

In Fig. 2 *‘B ” is used as a regular Soxhlet tube when desired.] 

Tannin. — The tannin of tea is described in Vol. 5. The estima^ 
iion of tannin in tea affords valuable information respecting the 



probable presence of previously infused leaves or extraneous tannin 
matters, such as catechu. This is best effected in the aqueous 
decoction obtained by exhausting the sample with boiling water, as 
required for the determination of the extract. 

The tannin may be estimated by H. R. Proctor’s modification of the 
Lbwenthal process described in Vol. 5. The process as recommended 
by the A. O. A. C. {U. S. Dept. Agric., 1907, Bull. 107) is suitable for 
this estimation. The following reagents are required: 

I. A solution containing 1.33 grm. of potassium permanganate per 
litre; 2. an Nj 10 solution containing 6.3 grm. of crystallised oxalic 
acid per litre; 3. a solution containing 6 grm. of indigo-carmine (free 
from indigo blue) and 50 c.c. of concentrated sulphuric acid per litre; 
4. a solution prepared by soaking 25 grm. of gelatin for i hour in a 
salurated solution of sodium chloride, heating until tlie gelatin is 
dissolved, cooling and making up to 1,000 c.c.; 5. 975 c.c. of saturated 
sodium chloride solution mixed with 25 c.c. of concentrated sulphuric 
acid; 6. powdered kaolin. 

Estimation . — Obtain the value of the permanganate solution in 
terms of oxalic acid. Boil 5 grm. of tea for half an hour with 400 c.c. 
of water; cool, and make up to 500 c.c. To 10 c.c. of the infusion 
(filtered if not clear) add 25 c.c. of indigo-carmine solution and about 
750 c.c. of water in a large porcelain basin. Add gradually from a 
burette the potassium permanganate solution, with stirring, until the 
colour changes to light green; tlicn cautiously, drop by drop until the 
colour changes to bright yellow, or further to a faint pink at the rim. 
The number of c.c. of permanganate solution u.sed furnishes the value 
a of the formula given below. Mix 100 c.c. of tire clear tea infusion 
with 50 c.c. of gelatin solution, 100 c.c, of salt acid solution, and 10 
grm. of kaolin, and shake for several minutes in a corked flask. After 
settling decant through a filter. Mix 25 c.c. of the filtrate (correspond- 
ing to 10 c.c. of the original infusion) with 25 c.c. of indigo-carmine 
solution and about 750 c.c. of water, and titrate with permanganate as 
before. The number of c.c. of permanganate solutioi;i used gives the 
value b; a—h^c; c pquals the amount of permanganate required to 
oxidise the tannin. Assume that 0.04157 grm. of tannin (gallotannic 
acid) is equivalent to 0.063 grm. of oxalic acid. 

This factor is based on the assumption that the whole of the tannin 
in tea is gallotannic acid but the assumption is unsatisfactory. 

The process of fermentation to which black tea has been subjected 
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undoubtedly causes modification of the tannin. Allen found that a 
tincture of green tea precipitated tincture of ferric chloride bluish- 
black, like nut-galls, while the tincture of black tea gave a green 
colour with iron, just as catechu does. 

Some observers, including Allen, regard the tannin of tea as querci- 
tannic acid. Dvorkowitch, on the other hand, takes a factor one-half 
that for quercitannic acid (see his process below). In our experience 
the factor varies with the nature of the tea and lies somewhere between 
those for gallotannic and quercitannic acids. The following are a few 
of the results of experiments made by the writers and indicate the 
differences to be expected between the volumetric and gravimetric 
methods: 


Kind of tea 

VoUimctnc (AOAC> method; 

Result calculated as 

Gallotannic acid j Quercitannic acid 

Gravimetric 

method 

Ceylon.. .... 

i 8 < 

1 >3 5 

10 <; 

Java 

Indian 

II H j 

«7 7 

12 t 

, 9 8 

M 7 

10 0 

China 

' 6.1 

1 9.1 

8 I 


The gravimetric method used was that due to Tatlock and Thomson 
(page 619), the quinine being estimated and its weight deducted from 
that of the total precipitate. The above differences cannot be attrib- 
uted to gallic acid since quinine does not precipitate it and only a 
very small quantity, if any, is thrown out of solution by the salt acid 
and gelatine reagents. (See also Vol. 3, page 529.) 

It would thus appear that the volumetric processes cannot be relied 
upon to furnish a determination of the absolute amount of tannin in 
tea. 

A modification of the permanganate process, which appears to 
possess some advantages for the examination of tea, has been described 
by r. Dvorkovitch 1891, 24, 1945), who aims not only at esti- 

mating the tanrun but also the proportion of jermenlaimi-producis 
formed in the process of fermentation to which black tea has been 
subjected. For this purpose he treats 10 grm. of finely -powdered tea 
with 3 successive quantities of 200 c.c. of boiling water, 5 minutes 
being allowed for each digestion. The residue is then boiled twice 
with 200 c.c. of water, or until the last extract is almost, if not entirely, 
free from colour, when the decoction is diluted to i litre. 40 c.c. 
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of this solution is then diluted to 500 c.c. with water, and treated with 
25 c.c. of indigo-carmine solution and 25 c.c. of dilute sulphuric acid 
(200 grm. of H2SO4 per litre). The liquid is then titrated with a 
standard solution of potassium permanganate (containing approxi- 
mately 2.6 grm. per litre), and of such strengtli tliat 130 c.c. arc equiva- 
lent to 100 c.c. of N / 10 oxalic acid. The mode of adding the perman- 
ganate is important, and Dvorkovitch recommends that in the titration 
of the indigo-carmine 18 c.c. should be added at tire rate of 2 to 3 drops 
per second, and the remainder at the rate of i drop per second, 
and that, in the titration of the tea solution mixed with indigo- 
carmine, 23 c.c. of the permanganate should first lie run in, the 
addition continued at the rate of 2 to 3 drops jier second, and linally 
I drop per second added unil the reaction is complete. If more than 
38 c.c, be re([uired, a smaller quantity of tea infusion .should be used. 
To estimate the fermentation-products, 80 c.c. of tl\e tea infusion are 
mixed with 20 c.c. of barium hydroxide solution (containing 4 grm. of 
barium hydroxide per 100 c.c.), the liquid filtered, and 50 c.c. of the 
filtrate (representing 0.4 grm. of the tea) diluted witJt 500 c.c. of water, 
mixed with 25 c.c. of dilute sulphuric acid and 25 of the indigo-carmine 
solution, and titrated with permanganate. 18 c.c. should 1)C run in 
first of all, then 2 or 3 drops per second added, and finally i drop per 
second till the end of the action. The volume of permanganate r(‘(iuired 
less that reduced by the indigo .solution, represents Uiat required for 
the oxidation of the fermentation-products of 0.4 grm. of tea. Accord- 
ing to Dvorkovitch, the joint weight of taimin and fermentation- 
products is obtained by multiplying the weight of oxalic acid equivalent 
to the measure of permanganate required for their oxidation by 31.3, 
since 63 grm. of oxalic acid correspond, according to Dvorkoviuh’s 
experiments, to 31.3 grm. of tea-tannin (as compared with 62,3 of 
quercitannic acid!). Employing this process, he found from 8.84^/^ 
to 10.55% tannin, and from 0.90 to 1.88 of fermentation-products, 
in teas of the first crop of 1890; and he concludes that the higher the 
proportion of caffeine to the total amount of tannin and fermentation- 
products, the more valuable is the tea. 

Alien and Fletcher's Process— The Ldwenthal process distinguishes 
the tannic acid from the small quantity of gallic acid also present in 
tea, but as the astringent character of the infusion is due to both these 
substances, a method which will estimate the total amount of astringent 
matter, without distinction of its nature, is in some respects preferable 
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to a process that gives merely the amount of tannin, while ignoring 
the gallic acid. Such a process was devised by F. W. Fletcher and 
Allen {Chem, News^ 1874, 29, 167, 189), and was based on the pre- 
cipitation of the tea infusion by lead acetate, and the use of an am- 
moniacal solution of potassium ferricyanide to indicate the complete 
precipitation of the astringent matters. In practice, 5 grm. of neutral 
lead acetate should be dissolved in distilled water, and diluted to i 
litre, and the solution filtered after standing. The indicator is made 
by dissolving 0.050 grm, of pure potassium ferricyanide in 50 c.c. of 
water, and adding an equal bulk of strong ammonia solution. This 
reagent gives a deep red colouration with gallotannic acid, gallic acid, 
or an infusion of tea. i drop of the solution will detect 0.001 mgrm. 
of tannin, or 0.001 grm. dissolved in 100 c.c. of water. In carrying 
out the process, 3 separate quantities of 10 c.c. cadi of the standard 
lead .solution should be placed in beakers, and each quantity diluted 
to about 100 c.c. with boiling water. A decoction made from 2 grm. 
of powdered tea in 250 c.c. of water (the same as is used for deter- 
mining the extract) is added from a burette, the first trial quantity 
receiving an addition of 12, the second 15, and the third 18 c.c.; or if 
green tea be under examination, 8, 10, and 12 c.c. may be preferably 
employed. Portions (i c.c.) of these trial quantities are passed through 
small filters, and the filtrates tested with ammoniacal ferricyanide 
solution. 

The approximate volume of tea decoction required is thus easily 
found, and after repeating the test nearly the requisite volume can be 
at once added. In this case about i c.c. of the liquid should he 
removed with a pipette, passed through a small filter, and drops of 
the filtrate allowed to fall on to spots of the indicating solution pre- 
viously placed on a porcelain slab. If no pink colouration is observed, 
another small addition of the tea decoction is made, a few drops of the 
liquid filtered and tested as before, and this process repeated until a 
pink colour is observed. The greatest delicacy is obtained when the 
drops of filtered solution are allowed to fall directly on to the spots of 
the indicator, instead of observing the point of junetjon of the liquids. 

The volume of tea solution it is necessary to add to 100 c.c. of pure 
water, in order that a drop may give a pink reaction with the indicator, 
should be subtracted from the total amount nm from the burette. 

The foregoing process is simple, and gives very concordant results; 
but the repeated filtrations requisite for the observation of the end- 
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point are apt to be tedious. It is difficult to obtain pure tannin for 
standardising the lead solution, and hence it is preferable to abandon 
the attempt and make pure lead acetate the starting-point. Alltai 
found that 10 c.c. of the lead solution would precipitate 0.010 grm. of 
the purest gallotannic acid he could obtain. Hence, if all the weights 
and volumes above mentioned be adhered to, the number of c.c. of tea 
decoction required, divided into 125, will give the percentage of tannin 
and other precipitable matters in the sample. The proi)ortion found 
in undried black tea by Fletcher and Allen ranged from 8.5 to 11.6% 
with an average of 10%. A sample of bro^\^l catechu tested by the 
lead process gave a result corresponding to the presence of 119% of 
tannin (sk). (See also page 615.) 

Another simple method for the determination of tannin is that of 
J. M. Fder (Dingl. Polyt. 1878, 229, 81), which consists in 
treating the boiling decoction of 2 grm. of tea with excess of a 5% 
solution of cupric acetate. The precipitate is separated by filtration, 
washed, dried, and ignited. The resultant cupric oxide, CuO, can 
be moistened with nitric acid, re-ignited and weighed as such; or 
re-ignited with sulphur in a closed crucible, and tlius converted into 
an equal weight of non-hygroscopic cuprous sulphide, CujS. The 
weight obtained, multiplied by 1.305, gives that of the tannin precipi- 
tated. The method is said to give results correct to within 0.2 to 0.3%; 
but any pectous substances should be previously separated, if present 
in quantity, by precipitation with alcohol. By this method Eder found 
an average of about 10% of tannin in 25 samples of black tea, and 12 
to 12.5% in green and yellow tea. S, Janke, by the same process, 
found from 6.9 to 9.1% of tannin in black tea (18 samples), and 
8.6 to 9,9 in green. Cupric acetate may be extemporised by mixing 
a solution of cupric sulphate with excess of sodium acetate, but it is 
necessary to acidify the solution faintly with acetic acid. 

C. M. Caines (page 607) obtained results by Edcr’s method clo.sely 
agreeing with those yielded by the same samples with the lead process, 
and hence the proportion of gallic acid in tea is probably very insig- 
nificant. ^ 

The formation of an insoluble quinine lannate has been used by 
Tatlock and Thomson {loc. oil.) to estimate tannin in tea. In brief, 
the process consists of cooling the aqueous extract (400 c.c. in volume) 
of I grm. of tea to 15-16° and adding to the liquid a solution of i grm. 
of basic quinine sulphate dissolved in a mixture of 25 c.c. of water 
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and 2.5 c.c. of N sulphuric acid. The solution is stirred well and 
allowed to settle for 15 minutes when the quinine tannate settles 
as a buff coloured flocculent mass. This is decanted through a tared 
filter and finally washed on to the filter with the filtrate. Tatlock and 
Thomson state that the precipitate contains “on an average” 75% 
of tannin, ‘ but it would be better in all cases to estimate the quinine in 
the weighed precipitate. By this method Tatlock and Thomson found 
the following proportions of tannin:- 



Maximum, 

Minimum, 

Average, 

j Number of 

samples 

Indian tea 

, *5 0 . 

u 3 : 

M 3 

9 

Ceylon 

I no j 

10 I 

13 \ 

S 

China 

109 ' 

7 3 

9.5 

6 

Java. ... ... 

1 

1 

u s 

I 


In the case of caper and lie teas, the aslringency is often very high, 
owing to an admixture of extraneous tannin matters; but the evidence 
of the presence of such additions afforded by the estimation of the 
tannin of tea is, of course, merely inferential. Strong infusions of 
genuine tea, wdth the exception of some kinds from India, are generally 
quite clear, and do not become muddy on cooling. Tea adulterated 
with catechu gives an infusion which quickly becomes turbid on 
cooling. More direct proof of the presence of catechu may be afforded 
by the following test devised by Allen, w'hich, however, should always 
be applied to the suspected tea side by side with a genuine specimen: 
I grm. of the pure tea and an equal weight of the suspected sample 
are infused in 100 c.c. of boiling water, and the strained liquid pre- 
cipitated while boiling with a slight excess of neutral lead acetate. 
20 c.c, of the filtrate from pure tea (which should be colourless) when 
treated with a few drops of silver nitrate solution (avoiding excess), 
and cautiously heated, gives only a very slight greyish cloud or precipi- 
tate of reduced silver; but the same tea containing 2% of catechu 
(purposely added) gives a copious brownish precipitate, the liquid 
acquiring a distinctly yellowish tinge. With a somewhat larger pro- 
portion of catechu, the filtrate from the lead precipitate gives a bright 

* The writers find that this method gives fairly concordant results on the same sample if 
the conditions are closely adhered to. 

* A sample of Indian dust gave i6.6 per cent, of tannin. 
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green colour on adding one drop of dilute ferric chloride, while the 
solution of pure tea gives only a slight reddish colour due to the pres- 
ence of acetate. On allowing this liquid to stand, the adulterated tea 
gives a precipitate of a greyish or olive-green colour, the pure tea under- 
going no change. 

These tests, which depend on the properties of catechuic acid, 
together with the excessive proportion of astringent matters (as shown 
by the lead process), render the detection of any considerable propor- 
tion of catechu tolerably certain; but a means of detecting small 
additions is still a desideratum. 

Extract. — By the term “extract,” when used in reference to tea 
analysis, is understood the sum of the soluble matters extracted from 
the leaf by boiling water. It includes caffeine, tannin, proteins, gum, 
dextrin, colouring matter, mineral matter, etc., besides other less 
important constituents, such as gallic acid, oxalic aciil, and quercitin, 
which substances arc present in comparatively small quantity. 

According to Allen the extract is best estimated by boiling 2 grm. 
of the tea in a state of powder with 100 c.c. of w-atcr for i 
hour. The liquid is liltered while hot, the residue l)oilcd again 
with 50 c.c. of water, and the process repeated so long as 
colouring matter continues to be extracted, the liejuid being poured 
thfough the filter previously used. After cooling, tlie decoction is 
made up to 250 c.c., or other convenient measure, and an aliquot part 
(1/5) evaporated to dryness for the determination of the extract. The 
filter and its contents should be dried at loo'^, and the insoluble mat- 
ter detached and weighed. Vcr>^ c(uistant results arc thus obtainable. 

The minimum proportion of extract yielded by genuine tea exhausted 
in a state of powder was fixed by the Society of Public Analysts in 1874 
at 30%. Assuming the presenc e of 7.5^ , of moisture, this leaves 62. 5^^^; 
for the maximum proportion of insoluble matter. This figure covers 
almost all legitimate variations in tea, and is considerably in excess of 
the proportion yielded by green tea, the insoluble matter from W'hich 
averages 42%, while in black teas the a\crage is only about 50^^;. 
In the case of olddeaf Congou teas containing much stalk, whicli 
have been stored fqr some time, the extract may occasionally fall to 
30%, corresponding to 62.5% of insoluble matter. In judging a tea 
by the proportion of extract or insoluble matter, it is very desirable, 
when possible, to take into account the character of the sample. Thus 
young leaves (which are to some extent indicated by their size) yield 



622 


CAFFEINE, TEA AND COFFEE. 


a notably higher extract than fully grown or old leaves, or specimens 
containing a considerable proportion of stalk. 

G. W. Wigner has recorded the proportions of extract yielded by a 
sample of tea in powder when boiled with different quantities of water. 
In each case the tea was boiled with the water under a reflux condenser 
for I hour, the decoction cooled, filtered, and evaporated to dryness. 


A. 1 part of tea in aoo parts of water yielded 34.10% of extract. 

B. I part of tea in 100 parts of water yielded 30. 55% of extract. 

C. 1 part of tea in so parts of water yielded 37 * 55 % of extract. 

D. I part of tea in ao parts of water yielded 33.90] 

E. Exhausted leaves from expt. D in ao parts water . 8.17 

F. Exhausted leaves from expt E in ao parts water . 3.7s 

G. Exhausted leaves from expt P in ao parts water.. 1.75, 


36.57 of extract. 


Even after 4 boilings with 20 parts of water, the tea was not com- 
pletely exhausted. Hcncc Wigner preferred to estimate the extract 
by boiling the powdered tea once, for i hour, with 100 parts of water, 
instead of repeatedly exhausting with smaller quantities. Operating 
in this manner he obtained proportions of extract ranging from 26.15 
to 44-85%, the average being 35.70%, containing 4.63 of ash. 

Tatlock and Thomson have adversely criticised the methods of 
estimating the soluble portion of tea on the grounds that the extractions 
have been insufficient and they suggest that it is better to boil i grm. 
of powdered tea with 400 c.c. of water for i hour under a reflux con- 
denser, filter and wash the insoluble matter with 80 c.c. of hot water; 
dry and weigh the insoluble residue. The results obtained varied 
from 43.5 to 49.8 for Indian tea, from 41.3 to 48.3 for Ceylon tea and 
from 38.4 to 46.9 for China tea; figures which are on the whole higher 
than those given by other observers. 

Beythien, Bohrisch and Dciter {Zeitsch. Nahr. Genussm., 1900, 3, 
145) boil 5 grm. of tea with 4 separate quantities of 750 c.c. each of 
water, and dry and weigh the residue. The results of a large number 
of teas operated on in this way arc given: 



Extract 

1 Total ash 

1 Soluble ash 

Maximum 

44*8 

6.40 

3 • 99 

Minimum 1 

39.5 , 

5.3 a 

3.08 

Average 

35.0 

1 

5.78 

3.13 


The method adopted by the A. O. A. C. is that of R. E. Doolittle 
and F. O. Woodruff {U. S. Dept. Agr., 1907, 105). They recom- 
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mend boiling 2 grm. of tea with 200 c.c. of water for i hour. The 
extract is filtered through a tared filter and washed with hot water until 
the filtrate measures 500 c.c. Woodruff and others obtained by tliis 
method extracts varying from 42.7 to 53.0% {U, S. Dept. Agri.y 1909, 
Bull. 122, 79). 

The writers, working by Allen’s method on 32 mixed teas, found that 
the minimum extract was 35% and that it rose as high as 50%. 

It should be noted that although different methods will yield var}dng 
figures for the same tea, nevertheless for the purpose of detecting 
adulteration a method such as Allen’s (page 621) is quite sufficient in 
view of the wide variations of teas even of the same class. A point of 
some interest as regards the detection of excessive stalk is that the 
stalk of young leaves will yield as much extract as ordinary tea. 

The proportion of extractive matter yielded necessarily varies with 
the method used to exhaust the tea, and is, of course, higher when the 
tea is powdered and the treatment with water long continued and 
carried to an extreme than when the whole leaves arc used and tltc tea 
simply infused in boiling water. The latter method commends itself 
when the object is to study the character of the infusion likely to be 
yielded in practice, while tlic former plan gives more information when 
the object is the detection of adulteration. 

* An interesting comparison of the results of the two methods has 
been made by J. F. Geislcr, who has published an extensive scries of 
analyses of teas obtained direct from American importers and whole- 
sale houses {American Grocer, Oct. 23, 1884; Analyst, 1885, 9, 220). 
The following table by Geislcr shows the proportions of extract, tannin, 
caffeine, and ash which passed into solution when various representa- 
tive commercial teas were infused under precisely the .same comlition 
by pouring on the leaves 100 times their weight of boiling distilled 
water, and allowing tire liquor to “draw” for 10 minutes. The ratio 
which the dissolved constituent bore to the total is also given. 

A comparison of these figures shows that, as a rule, the finer teas 
yield to hot water larger proportions of extract, caffeine, and ash than 
the inferior qualities. On an average, the ash of the extract exceeds 
by 0.62% the “soluble ash” obtainecl by treating the ash of the entire 
tea with water. The proportion of tannin ri.ses and falls with that of 
the extract, and the ratio which the dissolved extract and tannin bear 
to the total has a notable relation to the price of the tea. 
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Extract 


Tannin* 

— 

Caf- 


Ash 


Whole- 






feme 



Kind of tea 

sale price 
per lb in 










Infu- 

Ratio 

Infu- 

Ratio 

Infu- 

Infu- 

Ratio 


cents 

Sion 

to 

Sion 

to 

Sion 

Sion 

: to 




total 



total 



total 

Fine Ceylon Pekoe tips^ 



31.25 

76.6 

17 

. 19 

75.1 

3.44 

3.44 

i 91.0 

Assam 

2^1 .S') «S 

73.5 

1 1 

48 

60.8 

3.10 

3.80 

, 70.0 

Assam ... ... 

2a j 

28 57 

72 0 

9 

50 

58 4 

2 7 5 

4 40 

' 79 . S 

Finest Moyunc Gunpowder 
Common Moyunc Gun- 

75 

17 13 

71 a 

16 


87.8 

2 95 

4 60 

55.8 

18 

a8 07 

79 4 

9 

77.7 

I .67 

4.03 

66.1 

powder. 

Tapan basket-fired 


11.75 

75.6 

.. 

21 

74.5 

2 T7 

4.27 

* 80.8 

Japan pan-fired. . . 


14 17 

79 6 

13 

41 

94 4 

1 2 07 

3 67 

63 .6 

Choicest Formosa Golong 

6S 

31.62 

75 9 

t 3 

9 t 

75 6 

1 a 50 

4 00 

71.3 

Choicest Formosa Golong 

5t 

3 1 . 10 

71.7 

‘ 1 

75 

68 5 

343 

3 97 

1 66.5 

Superior Formosa Golong 

30 

29.00 

68 6 

9 

61 

1 59.6 

' 2.12 

3 66 

62.3 

Medium Amoy Oolong 

■^4 

27.40 

60 9 

10 

I a 

I 56 0 

1 1 93 

3.72 

' 68,5 

Medium Amoy Oolong 

21^ 

24.50 

60. 5 

! 7 

51 ! 

1 55 6 

' 1 70 

3 25 

I 58.9 

('hoicest Moning Congou 

45 

24 35 

70 6 

5 

.46 

1 41 7 

' 2 87 

4.13 

73-7 

Superior Moning Congou 

27 

21.55 

57 8 

4 

44 

12 0 

2 77 

3 70 

6^.5 

Medium Moning Congou 
Good common Kaisow Con- 


21 02 

68 6 

5 

S5 

4' 2 

2 11 

3 22 

; 58 3 

ni 

23 35 

64 I 

1 4 

OS 

; 38 5 

2 15 

3 30 

, 59.9 

Rou 










Common Moning Congou* . 

\ 

ii 9 50 

73 a 

4 

50 

52 9 

I 95 

' 2.88 

1 46.8 


By the same method of lo minutes’ infusion in boiling -hot water, 
E. B. Ken rick {Bulletin No. 24, Laboratory of Inland Revenue Depart- 
ment, Canada) obtained the following average results from commercial 
samples of tea: 


Description of teas j 

No of 
samples 

Aqueous ; 
e.xtract i 

Tannin 
dissolved ' 

CafTrtne 

dissolved 

Ratio of 

1 aq extract 



1 



to tannin 

Congou 

10 

1 

31 17 1 

5.18 

a. 65 

1 4 51 

Assam . , ... 

3 

18 5 1 

7.49 i 

2 98 

1 81 

Ceylon . . 

a 

37 45 

7 85 ' 

2 68 

' 3 SO 

Unclaascd black ... 

1 1 1 

1 31 76 

5 40 j 

2.82 

! 4 40 

Japan ... 

iS 

10 07 

9 18 i 

3 4 5 

1 3 20 

Gunpowder . 

1 2 

: 38 55 

8 00 1 

3 19 

3.57 

Young hyson 

1 5 

i 14 32 ! 

10 98 1 

2 52 

1 3.12 


From tlicse figures it appears that congou teas yield less extract than 
green and Japan teas, while Assam and Ceylon teas yield intermediate 
results. Not only do the Japan and green teas yield more soluble 
tannin than the black, but the proportion of tannin to the whole ex- 
tract is greater in the former kinds. On the otlier hand, the black teas 
appear to yield more soluble caffeine than the Japan and green teas. 

The following figures by Geisler show the influence of the time 
allowed for infusion upon the proportion of the constituents dissolved, 
and the difference in the result caused by substituting New York 
water (Croton River, of 4.96 degrees hardness per 100,000) for 

\ J^r: Amtr. Chn» 5 oc , 1891, 13, 9i7. 

•The estimations of tannin were made by the Ldwenthal method, except in a few instances 
in which the cupnc acetate method was employed. 

• This sample is considered by Geisler to have been adulterated, though its appearance 
did not indicate any admixture with exhausted leaves. — (Private communication to Allen.) 




TEA. 625 

distilled water. In each case the tea used was the finest Formosa 
Oolong, and it was infused in 100 parts of boiling water: 


Di^tjllca wattf I Croton water 

! 1 

i rnin j mm ^ lonitn i hour s inin ‘ lomin 


Total extract. 

Ash ... 

Extract rnuius ash . 

Tannm 

Caffeine 

Alkalvmty of infusum ash ( — Kj)) 


07 

22 2<; 
9 7 S 
1 9'; 


aS U ! to S 7 
t So I 417 
14 so a 6 70 
1 1 . a ^ ; n 46 
a 6 <: ‘ 2 : s 

1 oS ' 1 2 J 


' 37 47 

4 ? t I t (>2 

ag 42 I at Ss 

M 94 I 10 1 S 

2 .'■S I 2 02 

1 pH I oH 


to 2S 
4 U 
2t} 1 3 
10 ho 
2 Ha 
t >S 


From these results it appears that infusion in distilled water for 
3 minutes is insufficient, but in 5 minutes practically as good a result 
is obtained as in a longer lime, without so much astringent matter 
being extracted. WTien Croton ^^aler is used, 10 minutes gives a 
materially better result, so far as cafTeinc and extract arc concerned, 
while the proportion of tannin is not incrca.sed in tlie same proportion. 
In all these experiments the volatile oil is left out of consideration, 
though it is to this constituent that the flavor and aroma of the t(*a is 
due, and on these characters the commercial value of the t(‘a materially 
depends. The tannin and extractive matter impart astringenry, 
strength, and body to the infusion. CafTeinc, being almost tasteless, 
is not taken into account by tea-tasters, though physiologically it is 
the most important constituent of lea. 

Tatlock and Thomson publish results of 3 and 5 minutes’ infusion 
of 21 samples of tea, the extract dej)en(ling to some extent on the 
mechanical condition of the tea. 'Fhe general results of lhe.se infu- 
sions calculated as a percentage on the ingredients extracted arc: 


Three minutrs' infvision 

Max. Min A^rra^;(• 

Water extract 54 

Caffeine ... .... I 76 .59 

Tannin . . ... 70 39 S' 


I'lve minutes' infusion 

.M.ix I Mm I AverauB 

90 65 79 

87 52 77 

86 I 50 i 67 


The conclusion arrived at by these observers are (i) that the caffeine 
in China tea or those containing least tannin is extracted during infusion 
to a greater extent than the tannin or water extract, and (2) that the 
tannin extracted is in almost every case lower than the water extract. 

VOL. VI.—40 
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In tasting tea, it is usual to infuse the weight of a sixpenny piece 
(43 grains) of the sample in 3 i / 2 fluid ounces of boiling water, and 
to pour off the infusion after standing from 3 to 5 minutes, according 
to the practice of the taster. The infusion is not swallowed, afid, of 
course, no sugar or milk is added. In the process of manufacture, 
the different sized leaves are separated by sifting, and thus broken 
leaves and dust arc obtained, which, though yielding a strong infusion, 
will be sold at a lower rate. Broken or powdered tea loses its aroma 
more rapidly than whole-leaf tea. Hence, in judging of the commercial 
value of a tea, the appearance of the leaf and extent to which it is 
damaged arc taken into account as well as the characters of the infusion. 
The infusion is judged by its strength or astringency, its flavor, its 
colour, and its odour. The strength and flavour are dependent on 
the age, and consequently the size of the leaf, and the time the tea has 
been kept since its manufacture. A chemical analysis will indicate 
the strength, but not the flavour of the infusion, and hence is of little 
use in the valuation of high-priced teas; but as in medium and low- 
priced teas the strength is of as great or more importance than the 
flavour, a chemical analysis will, in such cases, go far to indicate the 
commercial value of the tea. The opinion formed of a tea by a pro- 
fessional taster is sometimes very different from that to which a chem- 
ical examination would lead. 

In 1874, Allen submitted to two tea-tasters of considerable experience 
a series of samples which he had specially prepared to test tlieir ability 
to recognise adulterations of tea by the taste. The following were 
the opinions expressed; 


Nature of sample 

j A’s opinion 

B’s opinion 

No 1. 70% of No. a and io% 
exhausted and redned leaves. 

{ Tasted “washed-out;” no 
j doubt from presence of 1 
exhausted loaves | 

Very poor; contained many 
exhausted leaves; ranked 

i fifth 

No 3 Genuine black tea of 
fair quality 

j Gonurne . . ; 

Passed pure, ranked first. 

No. ^ No. 3 somewhat 
crushed. | 

1 Mixed with exliaustcd 1 

leaves. j 

Would have been the best, 

1 but lacks strength, and is 
therefore suggestive of ex- 
hausted leaves. Ranked 

th\rd 

No, 4 80^0 of No 3 and 30^0 
of exhausted leaves, to 
which a little Na?COi was 1 
added whne redrying 

' Genuine; better tea than ! 
! No. 3. 

1 

' 1 

Not pure, but very slightly 

I adulterated with exhausted 
leaves. Ranked fourth. 


No. 5. 80% of No 3, 20% of 1 A washed-out tea to which Passed pure, and ranked 
exhausted leaves, and a i some astringent matter second. 
htUo catechu. i had been added. 
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It is comparatively unusual for unmixed tea of any kind to be sold 
retail. Blending of several kinds is very generally practised, and 
when conducted judiciously materially improves the character of the 
tea. 

Previously infused or exhausted leaves arc among tire adultera- 
tions of tea most difficult to detect, especially when present only in 
moderate proportion. The sophistication of tea in this manner was 
formerly extensively practised in England, the exliau.sted leaves being 
treated with gum or other matters, and rolled and redried so as to 
resemble genuine tea. 

The treatment of tea with hot water necessarily results in the removal 
of certain of the ash-constituents, especially the potassium salts of 
organic acids. Hence the exhausted leaves wall contain a smaller 
proportion of total ash, and especially of ash soluble in water. I'he 
extent of the change produced by infusion will, of course, depend on the 
perfection of the exhaustion. Allen found in a mixture of infused 
leaves from various teas 4.30% of total ash, of which 0.52% was 
soluble in water. James Bell {Foods, i, 29) gives tlie following figures 
obtained by the analysis of the ash of tea leaves which had been 
infused in the ordinary way for domestic use, and afterward redried 
at loo*^: 


1 


Ash 0 

sample 



Description of tea | 

Total, 

1 S»h( ecus 

Sf)lublp in 

i Alkah 

lity, as 

1 

7c 

nuitt<.Ts, % 

w.ilcr, % 

1 IV U. 

1 

Congou .... 

t <>a 

1 0 4 * 

0 S 4 

1 ® 

1 1 

Moning. . 1 

4 51 

; . 0 vs 

0 



Orange Pekoe 

1 77 

j 0 i 

0 oH 

! ° 


Hyson 

5-56 

! » 40 

0 7 'i 


a I 

Souchong 

4 

0. 70 


0 

1 0 



The total ash of the foregoing samples averages 4.38%, and the 
soluble ash 0.73%. 

Exhausted tea leaves are also indicated by the deficient extract 
(and consequently high insoluble matter) and low^ proportion of tannin. 
As already stated, the yield of extract depends materially on the con- 
dition of the tea, nipre complete extraction of the soluble matters being 
effected when the powdered tea is used than when the exhaustion is 
effected on the leaves in their commercial condition. For the purpose 
of detecting adulteration, the powdered tea should always be used, or 
the results will not be fairly comparable. 
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Essential oil is estimated by distilling a considerable quantity of 
tea (200 grm.) with 1,500 cx. of water, and agitating the distillate with 
ether. On distilling off the ether the tea oil remains. Eder found 
0.52% of oil in gunpowder and 0.41% in pekoe bloom tea by this process. 
Battershall employed 10 grm. of tea, and saturated the distillate with 
calcium chloride before agitating ether. A good sample of black tea 
yielded 0.87% of volatile oil when examined by this method. 

The process recommended by the A. O. A. C. is to distil 100 grm. 
of tea with 800 c.c. of water, extract the distillate several times with 
light petroleum, evaporate the combined extracts at room tempera- 
ture, dry in a desiccator and weigh. 

Tea oil is a bright yellow li(juid, which darkens and resinifies on 
exposure to the air for a few days, and turns reddish-browm with nitric 
acid. Even on exposing the aqueous distillate from tea to the air for 
some time, it loses its aromatic odour, and little or no oil can then be 
separated from it by ether, and even if the distillate be kept in 
closed vessels the aroma is soon lost. This explains the fact that tea 
leaves lose their bouquet by age or exposure. 

The nitrogenous substances other than caffeine are calculated 
from a determination of the total nitrogen by Kjeldahl’s method. 
The nitrogen due to the caffeine found to be present is deducted and 
the difference, multiplied by 6.25, is taken as proteins. Of the nature 
of the nitrogenous substances peculiar to tea little is knowm dcrmitely, 
and from the point of view of the use of the tea as a beverage, or the 
detection of adulterants, is of no great value. 

Eder found that of the aqueous extract of tea 15 to 16% was pre- 
cipitated by strong alcohol. A nitrogen estimation in the precipitate 
gave 12% of proteins and the difference was taken to be gummy 
•matter. According to Eder there is present in tea on an average about 
13% of nitrogenous matter insoluble in water. Kozai gave 37 to 39% 
of crude protein in Japanese teas (calculated on the dry tea) and 
Konig’s figures show from 18 to 39^' o- 

Kellner {Landw. VersuchsStat., 1887, 33, 370) used a modifica- 
tion of Stutzer’s process for the estimation of total proteins. The 
aqueous decoction of 2 grm. of tea in 100 c.c. of water was treated with 
20 c.c. of a 10% solution of cupric sulphate and to this was added 
standard aqueous sodium hydroxide in such quantity as to leave some 
copper in solution. The liquid filtered rapidly and was free 
from proteins. The precipitate was washed with hot water and 
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finally with alcohol. The nitrogen in the dried precipitate was tl\en 
estimated by ignition witlt soda lime. 

Chlorophyll, resin and wax may be chtimated by extraction with 
ether of the dried residue from the aqueous “extract.*’ It is desirable 
to extract tlic ether residue with alcohol, evaporate the alcoholic 
solution to dr)mess and extract the resinous mass wiili hi n/ene. 'bhe 
benzene solution is evaporated to drjmess together with the original 
ethereal extract and treated with hot water to remove any .sul)^.tance 
which escaped extraction in the first instance. 

When either green or black tea is boiled with alcohol or chloro- 
form a solution of a more or less grass-green colour is obtained, owing 
to the extraction of chlorophyll. K. B. Kenritk states that clieap 
black teas yield less chlorophyll than the better kinds, and believes 
that a distinction of practical value might probably be based on a 
colorimetric estimation. 

Guminy matters^ are estimated by concentrating the atiueous 
decoction almost to a syrup, treating with excess of alcoliol, liltming 
and washing the resulting precipitate with alcohol. Tlie ])reci])itate 
is washed off the lilter with hot water, and tlie solution evai)oi.iti‘d to 
dryness at 100°. I he organic matter is estimated by the loss on 
ignition and may be regarded as gum. If more aicuriite residts are 
required the nitrogen should be dcTerrnined and the calculalcai j)roteiii 
deducted from the total organic matter. 

Crude fibre may be estimated by lire method de.scribed in Vol. 1., 

page 70. 


Adulterations of Tea. 


Before the passing of the A<lulteration of Food Act of 1872, tea was 
subject to adulterations of tlie gros^-st kind, most of which were 
practised prior to inqiortation. By the Sale of lood and Drugs Act 
of 1875, provision was made for the examination of tea by the Chstom 
House, and the exportation or destruction of very bad parcels. By 
sections 5 of ii George I. cap. 30, the adulteration of tea by terra 
japonica (catechu), leaves other than leaves of tea, or any other ingre- 
dients whatever, was punishable by forfeiture and a fine of £100. By 
section ii of 4 George II. cap. 14, penalty of £10 was imposed for 
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the sale of every pound of tea which was mixed, coloured, stained, or 
dyed with terra japonica, sugar, molasses, clay, logwood, or with any 
other ingredients or materials whatsoever. Hence the tea now sold 
in the United Kingdom is rarely adulterated in the gross manner which 
was formerly common. This statement does not apply to all countries. 
In 1888, Wenda and Wiorogorski described various adulterations they 
had met with in tea sold in Warsaw. Bukowski and Aleksandrow in 
the same year found as much as 40% of ash in tea, and a considerable 
proportion of brass-filings in one sample of tea sold in Russia. 

The adulterants of tea may be conveniently arranged under the 
following four heads: i. Mineral additions used for increasing weight 
or bulk; such as sand, magnetic iron ore, brass filings. 2. Organic 
additions used for increasing weight or bulk; such as previously infused 
leaves, and leaves other than those of the tea plant, as sloe, elder, 
willow, etc. 3. Adulterants used for imparting fictitious strength, by 
increasing the astringency or deepening the colour of the infusion; as 
catechu, sodium carbonate, borax. 4. Facings and colouring mate- 
rials; as steatite, prussian blue, indigo, turmeric, graphite, etc. 

The practice of facing tea, formerly very common, is now confined 
to certain kinds of green tea, especially gunpowder, and the mineral 
additions for increasing weight or bulk no longer include (so far as the 
United Kingdom is concerned) considerable proportions of magnetic 
iron ore, etc., as was formerly the case. 

The mineral adulterants and mineral pigments can be detected in 
the ash. The tea may be shaken up with a large volume of water and 
the water separated from the leaves by a sieve, when the insoluble 
mineral substances used in facing will settle and can be removed by 
filtration for further examination. Catechu and other soluble sub- 
stances remain in the filtrate. 

Logwood is mentioned by Eder as an adulterant of tea. To detect 
it, he steeps the tea in cold water. If logwood be present, the re.sultant 
solution is changed to a bright green on adding a little sulphuric acid, 
and to blackish-blue by a solution of neutral potassium chromate. 

Facings and colouring materials were formerly almost invariably 
present in green tea, the object being to impart a hue demanded by 
custom but not naturally possessed by the leaf. Colouring matters 
have been extensively employed for transforming black tea of low 
quality into superior green. The teas consumed by the Chinese and 
Japanese themselves are not faced. According to Y. Kozai the 
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maximum proportion of facing in the green tea of Japan is 
about 0.4%. 

If a faced tea be examined under the microscope as an opaque 
object, the nature of the facing materials may often be recognised. 
On treating a faced tea with warm water, the colouring matters become 
detached, and the small portions rising to the surface may be floated on 
to a glass slide and at once examined under a microscope, wliilc tlie 
bulk of the facing is obtained as a sediment when the strained liquid 
is allowed to stand. This deposit often has a distinctly greenisli colour 
from the presence of prussian blue or indigo. Indigo may be recog- 
nised by its behaviour with nitric acid. Prussian blue is best delected 
by warming the sediment with alkali hydroxide. Altering, strongly 
acidifying the Altrate with hydrochloric acid, Altering again if necessary, 
and testing the clear liquid for fcrrocyanide with ferric chloride. On 
treating the sediment with the alkali it is sure to turn brown, but this 
change must not be regarded as an indication of the presence of Prus- 
sian blue. The residue left after treatment with tire alkali hydroxide 
should be treated with hydrochloric acid, when Uic insoluble portion 
will usually consist of steatite or other magnesian situ ate ^ the use of 
which gives the tea a peculiar smooth appearance and slij)pery feel. 
Ccdcitim sulphate is often employed for facing lea. Caper tea is often 
glazed with graphite. Turmeric has been delected by some observers, 
but in Allen’s experience tlie yellow colouring matter ha.s generally 
been of a ferruginous nature. 

Foreign leaves in tea are legitimately present in small proportion 
(i to 3%) to impart bouquet, but larger admixtures can only be 
regarded as due to adulteration. As a rule, tlie odoriferous leaves are 
not allowed to remain in the tea, but having imparted their character- 
istic fragrance to the tea arc removed previou.sly to packing. 

For the detection of stems, dust and foreign leaves place i grm. of the 
tea in a 300 c.c. dish and boil with 200 c.c. of water for 15 minutes. 
This will cause the leaves to unroll and a megascopic examination 
should reveal the presence or absence of stems and dust, while the 
leaves will be in a condition for examination as to their form and struc- 
ture (A.O.A.C.). !iloe, elder, and willow leaves have been formerly met 
with in England as adulterants of tea. Among the leaves added abroad, 
and stopped by the Customs, arc those of Chloranthus inconspicuus, 
Camellia sasanqua, Eurya Chinensis, and sloe. In 1888 Wenda and 
Wiorogorski found in the teas sold in Warsaw various foreign leaves, 
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which they identified by their anatomical characters. Among the 
leaves recognized were those of Epilobium angusti/olium^ or French 
willow-herb, which formed the great part of the “tea” sold in certain 
localities. They also found the leaves of Epilobium hirsuium (great 
willow-herb), Ulmus campestris (elm), Prunus spinosa (sloe), Fragaria 
vesca {straiyfhQrry)fFraxinus€Xcelsior (sish), Sambucusnigra (elder) ^ Rosa 
canina (dog-rose), and Ribes nigrum (black currant) (see plates). 
The infusion of willow-herb is darker than that of tea, and gives a pre- 
cipitate of mucilage on treatment with alcohol. An article known in 
Russia as “Karpar tea” also contains an admLxture of the leaves of 
Epilobium angustifolium. Two samples examined by J. Nikitinsky 
in 1885 yielded 7.87 and 10.43% ^^h, 6 representative genuine 

teas yielding from 5.60 to 6.87%. In the recognition of foreign leaves 
in tea, chemistry cannot be expected to play a very active part, though 
it sometimes affords very useful indications. Thus A. Wynter Blyth 
has pointed out (Analyst^ 1878, 2, 39) that a cr^’stalline sublimate 
(which he believes to be caffeine) is obtainable from a single leaf of tea. 
For this purpose he boils tlie leaf for a minute in a watch-glass with a 
very little water, adds an equal bulk of calcined magnesia, and evapo- 
rates the mixture rapidly to a large drop, which is transferred to a 
microscopic cover-glass and evaporated neary to dryness on a heated 
iron plate. It is then covered by a ring of glass, and when the moisture 
is nearly driven off a second slip of glass is added as a cover. At a 
somewhat higher temperature caffeine volatilises, and on examining 
the deposit on the cover under the microscope may be recognised 
by its characteristic appearance. Other leaves than tea may give a 
crystalline sublimate, but if no sublimate is obtained the leaf cannot be 
a product of the tea-plant, 

P. Kley (Rec, trav, chim.y 1901 [if], 20, 344) used a similar method 
for the detection of exhausted leaves in tea. 

A. W. Blyth has also proposed to utilise the constant presence of 
manganese in tea leaves as a means of recognition. If a single tea 
leaf be ignited in platinum, and the ash taken up in a bead of sodium 
carbonate contained in a loop of platinum wire, on remelting the flux 
after a minute addition of nitre the green colour df the sodium man- 
ganate will be distinctly recognisable. Or a minute quantity of nitre 
and carbonate of sodium can be at once added to the ash on the 
platinum foil, when on fusing the mixture a distinct green colour 
will be obtained if manganese be present. 
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The following method for the detection of the manganese in the ash 
of a single leaf has been successfully used by the writers. The ash is 
treated with a little diluted nitric acid (sp. gr.i.2) in a test-tube and 
cooled. A little sodium bismuthate is added to the cold liquid, and 
the tube is shaken for 30 seconds. The magenta colour of perman- 
ganate solution forms at once with genuine tea ash and is best seen by 
filtering through ignited asbestos. 

Manganese is present in the leaves of Camellia Thea (tea), Camellia 
Japemica^ Camellia sasangua, Coffea Arabica, beech, blackberry, and 
sycamore, but not in hawthorn, ash, raspberry, cherry, plum, and rose; 
and only faint traces were detected in the leaves of the Ilex Paraguay^ 
ensisj elm, birch, lime, sloe, elder, willow-herb and willow. 

For the detection and identification of foreign leaves in tea, the 
botanical and microscopical characters are best fitted. Some of tlic 
samples to be examined should be put into hot water, and when the 
leaves have unfolded they arc spread out on a glass plate and held up 
to the light, when, with the aid of a lens, the venation, serration, etc., 
can be readily observeil. A valuable aid to the examination consists 
in treating the leaves with a solution of sodium hypobromitc, or, as 
suggested by A. Wjmter Blyth, a strongly alkaline solution of potassium 
permanganate. In using the reagent, the leaf should l>c enclosed 
between two microscopic cover-glasses, a weiglit being placed on the 
upper one to keep it in position. On heating the leaf with the reagent, 
action at once commences, the colouring matter being first attacked 
and subsequently the cell-membranes. When the action is sulTiciently 
advanced, the leaf is removed, washed, and immersed in hydro- 
chloric acid, which leaves the leaf as a translucent white membrane 
in which the details of structure can be readily observed. J. Bell 
removes the skin of the leaf by immersing it in “water containing 
a few drops of nitric acid,” and gradually heating to the b. p., when 
the skin rises in blisters, and may be readily removed by a camel’s-hair 
brush. 

The primary venation of the tea leaf con.sists of a scries of well- 
defined loops, which arc not met with in most leaves likely to be used 
as adulterants, ^he serrations are not mere saw-teeth on the margin 
of the leaf, but actual hooks; they are very strongly marked on mature 
leaves, but are indistinct or almost wanting in the delicate leaf-buds 
which constitute “ flowery pekoe.” The serration stops short abruptly 
at some distance from the base. The Assam tea leaf is sometimes 
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biserrate. At the apex of the tea leaf there is a distinct notch, instead 
of a point. The epidermis of the imder-surface is seen imder the 
microscope to consist of distinct sinuous cells, with numerous oval 
stomata, and a few, long unicellular hairs. On the upper surface the 
stomata are less numerous. If the under surface of the tea leaf be 
examined under the microscope after separation of the cuticle, the 
peculiar and characteristic space between the twin cells of the stomata 



Fio. 3. — ^Powdered Tea. cr, crystals; «, lower epidermis; en, neutral epider- 
mis; ep, apex of marginal tooth; upper epidermis; fiv^ debris of fibrovascular 
bundles; /. bast with cluster crystals; w, spongy parench^a; p, simple hairs; pa^ 
p'a\ palisade cells; per, pericycle, slightly lignified; sc, idioblasts from the meso- 
phyll and cortical tissue; j'c', idioblasts from the pith of the stem; tf, tracheids; 
vl, vessel. X240, (Greenish and Collin.) 

may be readily perceived. Tea hairs are conical, posited, slightly bent 
toward the base. They have very thick walls, and the central duct 
usually contains granular matter. Numerous hairs are observable on 
young tea leaves, but on old leaves they are sometimes wholly wanting. 

T. Taylor has pointed out the presence of ** stone cells” in the leaves 
of tea and Camellia Japonicay and confirms the observations of Blyth 
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as to the absence of these formations in the leaves of the willow, sloe, 
beech, ash, black-currant, raspberry, and Ilex Faragucymsis. I'aylor 
prepares the leaves for examination by boiling them in a strong solution 
of potassium or sodium hydroxide. 

It has been pointed out by Tchirch (Schweiz Wochensch,, 1905, 43, 
321, and FJiarm. 1905 [it/], 2, 195) that the idioblasts or “stone 
cells” are wanting in the leaves of the bud and even in the very young- 
est leaves they are difficult to find. Tchirch makes a point of the 
fact that the idioblasts occur more frequently in t]\e oldest leaves and 


therefore in the least valuable tea. 

In the leaf of the blackthorn or sfoe (Prumis comvnmis or P, spinosa) 
the serratures are direct incisions, numerous, often irregular, and 
extending to the base. There are no spines. The cells of the epi- 
dermis are not sinuous, and are much smaller than those of tea, 
especially on the under surface. The cells on the upper surface are 
striated. The stomata of the sloe leaf arc smaller and less numerous 
than those of tea. The hairs are shorter and coarser tlian those of the 
tea leaf, arc marked in a peculiar manner, and have a club-shaped 
enlargement at the base. (Plate II, Fig. 26.) A specimen of sbe 
leaves gathered early in September gave, after drying, the following 
r^ults (Allen): Moisture, 6.40%; insoluble matter (on whole leaves), 
^90; tannin (by gelatin), 16.00; gum, 8.90; total ash, 8.74; and ash 


soluble in water, 4 - 7 o%* 

The leaf of the elder {Samhuus nigra) is more pointed than that of 
the tea-plant, and the loljcs are unequal at the base. The serrations 
arc direct incisions. The midrib has hairs on it, and on tlic leaf itself 
there arc two distinct kinds of hairs — one, a short, spinous hair, and 
the otlier jointed and club-like. (Plate 1 , 1 ig. 7 *) 

In the leaf of the willow (Salix alba) the serrations much resemble 
those of tea, but the cells of both the upper and under epidermis are 
much smaller than in tea, and the walls are not sinuous. The hairs, 
which are very abundant on both sides of the leaf, are long, unicellular 
and sinuous. The elongated form of tlie willow-leaf and the char- 
acter of the venation also distinguish it from tea. (Plate I, Fig. 4 ) 
The appearance* of the leaf of the hawthorn (Cratmgus monogyna 
and C. oxyacanlha) is weU known. The cells of the epidermis are 
mostly quadrilateral, with very sinuous outlines, especially on the 
under surface. The stomata are oval or nearly round, large, and 


numerous. (Plate II, Fig. 18.) 
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The leaves of the beech {Fagus sylvatica) are ovate, obscurely dentate, 
with parallel venations running right to the edge. (Plate II, Fig. 24.) 

The leaves of Chloranthus inconspicuus are long, oval, serrated, 
wrinkled, with venations running nearly to the edge, and there by 
their intersection forming little knots which give the margin of the leaf 
a very rough feeling. The cells of the epidermis are very large, and 
the stomata oval and rather numerous. 

The leaves of Camellia sasanqua are oval, only obscurely serrate if at 
all, and of a tough leathery texture. The lateral veins are inconspic- 
uous. Both the upper and lower epidermis show a peculiar dotted or 
reticulated structure, and the lower is studded with numerous small 
oblong stomata. (Plate I, Fig. 13.) 

The leaves of Lithospermum officinale (the common gromwell) have 
been extensively used in Bohemia for adulterating tea. They are 
lanceolate, with a hairy under-surface, are destitute of alkaloid and 
essential oil, contain about 9% of fat and 8 of tannin, and leave about 
20% of ash on ignition ( 7 . Chem.Soc.f 1881, 40, 131). 

The general appearance and venation of tea, and leaves which have 
been, or may possibly be, employed for its adulteration, are shown in 
the figures. The illustrations are life-sized reproductions, of photo- 
graphs of leaves, taken by J. T. Stevenson in Alienas laboratory. 

A. Wynter Blyth has pointed out the characteristic appearance 
the ‘‘skeleton-ash’* left on igniting leaves from different sources. The^ 
leaf to be examined is placed between two circles of microscopic cover- 
glass, the upper one weighted with a silver coin, and the whole ignited 
cautiously in a Qat platinum dish, or on platinum foil. Before the 
carbon is completely consumed the heat is discontinued, and the 
skeleton-ash examined under the microscope. 

Caper Tea. — Caper is a name applied to tea which has been made 
up into small glossy granular masses by the aid of gum or starch. 
Some years ago the caper tea from the Canton district was invariably 
adulterated with sandy and magnetic matter, and often with catechu 
or other extraneous astringents, together with foreign leaves. 

Allen was of opinion that caper tea was never genuine and it has 
been suggested by J. White {Analyst, 1899, 24, 117) that the rounded 
masses are probably made deliberately so that they may be loaded with 
mineral adulterants which will remain unobserved by the consumer. 
This appears to be justified to a certain extent by the fact that the 
granular masses have sometimes been foimd to contain a piece of 
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quartz embedded in the centre; but as caper tea is much in demand 
among certain classes because of its rough flavour, it must be recog- 
nised as a commercial article. The ash of caper tea \’aries considerably 
and White found from 6.2 to 7.9%, with not more than 2% insoluble 
in hydrochloric acid. Some caper teas, which according to White 
must be considered adulterated, yielded ashes varying from 8.8 to 
13.5% and showed from 3.1 to 6.3% insoluble in acid. 

Lie tea is the name given to a fraudulent mixture consisting of 
sweepings and dust of tea and other leaves, mixed with clay, sand, 
iron ore, etc., and made into irregular masses by means of gum or 
starch. When put into hot water, lie tea disintegrates and falls to 
powder. The iodine test for starch may be applied after acidifying 
the cold liquid with sulphuric acid, and decolourising with perman- 
ganate. The ash of lie tea is something as high as 30 to 40%- 

The insoluble matter and extract of lie and caper tea are very vari- 
able; but the former, exclusive of mineral matter, is usually consider- 
ably below the proportion yielded by genuine tea. The gum in caper 
tea often amounts of 15 or 20%, while the soluble ash is often less 
than 2%. 

The following figures show the results to be expected from the analy- 
sis of factitious tea: 


A 



Observer I ■“ 

Description '• Mahloo mixture 

Extract 

Tannin • • • 

Total ash 9 97 

Magnetic and sandy matter . ; 4 • u 

Soluble ash t 54 

Alkalinity, as KiO o >7 


T M. Eder . . . . 
lUack tea . . 

77 40 

19 77 

(Catechu detected) 
J07 


X . tJ 


A. B. Hill. 
Green tea, 

. 17-00 

(Catechu de- 
tected.) 
la . lo 
6.00 
I .79 
O.IJ 


The following analyses of samples of spurious tea, received from 
the U. S. Consuls at Canton and Nagasaki, are by J. P. Battershall 
(Food Adulteration, page 28). No. i consisted of partially exhausted 
and refired leaves known as *^ching suey** (clear water), a name 
apparently referring to the character of the infusion. No. 2 was a 
sample of “lie-te^i'^ made from wampan leaves. No. 3 was a mixture 
of 10% of green tea with 90% of lie-tea, sometimes sold as ‘‘Imperial’' 
or “Gunpowder” tea. No. 4 was a sample of “scented caper, con- 
sisting of tea-dust made up into Uttle shot-like pellets by means of 
“Congou paste” (boiled rice): 
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No. 1, 

% 

— 

No. a. 

% 

No 3. 

% 

Na 4. 

% 

Insoluble leaf 

70.60 

70.5s 

67.00 

60.10 

Extract (complete) 

7.73 

14 00 

la. 76 

aa . 10 

Gum 

10 67 

7.30 

II .00 

II .40 

Tannin 

3-13 

8 . 01 

*4.50 

15.64 

Caffeine 

0 58 

None 

0.16 

0. la 

Ash:— Total 

8.6a 

8 . 90 

7.95 

la ,58 

Soluble in water 

0.64 

1.86 

3 00 

3.84 

Insoluble in acid 

3 - 9 a 

3.18 

1.88 

1 

6.60 


Certain tea substitutes have been used from time to time mainly on 
the Continent, but they are all distinguished from genuine tea in 
being free from caffeine, and are best detected microscopically. 

Although the leaves of tea, coffee, and Brazilian holly are almost 
the only ones known to contain caffeine, a beverage is prepared from 
the leaves of many other plants in various parts of the world. Thus, 
Calha eduliSf a shrub related to the spindle tree, is extensively cultivated 
in the interior of Arabia, and the leaves, known as Khat, Cafta or 
Arabian tea, are used both as a beverage and for chewing. Fahum, 
or orchid tea, is made from the leaves of AngrcBcum fragrans, growing 
in the Mauritius, and some years since was introduced into Paris as a 
regular article of commerce. Trillich found 0.2% of coumarin in 
Fahum tea. Thb Arabe, a substitute for tea which has been sold iiK 
Paris, consists of the small leaves of Paronychia argentea^ a plant 
growing on the slopes of the Atlas Mountains. Batoum or Trebi- 
zond tea is made from the leaves of Vaccinium arctostaphylos, a plant 
closely allied to the cranberry. 

Dried leaves which have not been identified have been used in the 
so-called Hyson and Imperial tea in China. They are destitute of 
caffeine. A process for the preparation of caffeine-free tea has been 
patented in Germany. 

Commercial tea according to the German standard should fall 
within the following limits: 

Moisture 8 to 12%. 

The ash should not exceed 8% of which at least one-half should be 
soluble in water; the sand (insoluble in hydrochloric acid) should not 
exceed 1%. 

The aqueous extract for green tea must amount to at least 29% and 
24% for black tea, both calculated on the dry substance. 

Caffeine must not be lower than 1%. 
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Tannin in green tea, not less than 10% and in black tea not less 
than 7.5%. 

Foreign leaves must be absent. 

These limits for caffeine, tannin and aqueous extract are too low, 
and the upper limit for moisture too high to be considered satisfactory 
for the tea usually obtained in the British Isles and in America. 

Mat^, Paraguay Tea. 

Matd or Yerba consists of the prepared leaves and twigs of Ilex 
ParaguayensiSf or Brazilian holly. Various allied species arc recog- 
nised, but Ilex Paraguayensis appears to be tlie only one cultivated. 
It has been grown in Spain, Portugal, and Cape Colony, in addition 
to its native habitat. 

The aroma and quality vary with the time of year when gatlicrcd, 
the leaves possessing most aroma when the fruit is nearly ripe. The 
twigs are cut from the trees and, after a preliminary drying, are sub- 
jected to the action of heat in a torrifier. The leaves are then beaten 
from the twigs with wooden blades, powdered and packed in cases. 
A superior product is obtained by drying in large iron pans in the same 
manner as Chinese tea. 

Three different kinds are sold in South America under the following 
names. 

Cad-cuy^ the new leaves of the fresh shoots. 

Cad-mirim, the leaves freed from the midrib and with twigs and 
stalks separated. 

Cad-guacu or Yerva de Palos, the large old leaves with twigs and 
fragments of wood. 

Konig gives the following as the mean of 15 analyses of matd: 


Water, 

6,92% 

Ash, 

5-58% 

Nitrogenous substances, 

11.20% 

Caffeine, 

0.89% 

Fat (ether soluble). 

4.19% 

Tannin, 

6.89% 

Nitrogen -free extractive matter and cellulose. 

64-33% 

Water extract, 

33-9°% 

Alcohol extract, 

33-5*% 


VOL. VI.— 41 



642 


CAFFEINE, TEA AND COFFEE. 


The caffeine in the foregoing ranged from 0.30 to 1.85%. 

Byasson found in cad-guacu, the commonest kind of mat6, Caffeine, 
x.85%; a substance resembling birdlime, fatty and colouring matters, 
3.87; complex glucoside, a.38; resin, 0.63; mineral matter, 3.9a; and 
an undetermined proportion of malic acid. 

Some fresh leaves of Ilex ParaguayensiSy grown in Cambridge 
Botanical Gardens, were found in Allen’s laboratory to contain 69.1% 
of water. An analysis of the same leaves after drying at 100® showed: 
Insoluble matter, 57.94 (“hot-water extract, 42.06); tannin by PbAj, 
15.6a; tannin by CuAj, 15.66; caffeine, 1.13; total ash, 6.14; soluble 
ash, 3.56; alkalinity of soluble ash (as KjO), 0.12%. 

A. W. Hofmann found in mat6 0.3% of caffeine and a variety of 
tannin identical in every respect with that present in tea. P. N. Arata 
found the tannin of matd to be analogous to but not identical with that 
of coffee. On dry distillation he found it to yield resorcinol as well as 
catechol. Soubeiran and Delondre state that mat6 contains the same 
essential constituents as the coffee leaf, and in greater proportion than 
the coffee seeds. This conclusion is confirmed by Theodore Peckolt 
in a valuable resum6 of the subject (Pharm, /, 1883 [Hi], 14, 121), 
including some elaborate proximate analyses of mat6. 

' The aromatic principle of mat6 has not been isolated, but by* dry 
distillation a volatile oil of phenolic character is obtained. 

The ash of mat6 resembles that of tea in containing a notable pro- 
portion of manganese. 

The leaves of the Yopon {Ilex cassine), a shrub or small tree growing 
on the coast of Virginia* and Carolina, have been used as a beverage. 
F. P. Venable {Chevt. News, 1885, 52, 172) found in an air-dried 
sample; Moisture, 13.19; water extract, 26.55; tannin, 7.39; caffeine, 

0. 27; and ash, 5.75%. The ash contained manganese. 

COFFEE. 

Commercial coffee consists of the seeds of Cqffea Arabica and allied 
species belonging to the order Cinchonacex, 

Three species of Coffea, distinct from each otKer, are now grown; 

1. The Arabian or Mocha coffee-plant has short upright branches, 
with a brittle leaf and seeds usually single in the berries. 2. The 
Jamaica coffee-plant bears longer and more pliable branches than the 
Arabian, has a tougher leaf, and the seeds are almost always double in 
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the berries. 3. The East Indian or Bengal plant has smaller leaves 
than the Jamaica coffee, and very small berries. The Liberian coffee- 
plant {Cqffea LiberUa) appears to be a distinct species, which is little 
subject to disease, and has been successfully introduced into the East 
Indies. 

The coffee fruit usually, but not always (see above), contains two 
twin seeds, which touch each other on the flattened surface. These 
are contained in a pulp which is removed by water and a process of 
fermentation; and the membranous pericarp (technically termed 
‘‘parchment”) which incloses each seed is removed by rollers and 
winnowing. According to Gorter (Annalmy 1910, 37 ^» ^ 37 ) lactic 
acid is a product of this fermentation, causing the slimy layer to swell 
and so to be easily removed. 

The parchment from coffee-berries is imported to England in con- 
siderable quantities, and, when roasted, is said to form an ingredient 
of the beverage sold in cheap coffee-shops. 

An analysis of unroasted “parchment,” made by C. M. Caines, 
showed it to contain: Water, 9.43; essential oil, 0.068; caffeine, 0.27; 
hot-water extract, 1.61; total ash, 10.41; and soluble ash, 0.19%. A 
somewhat coffee-like aroma was developed by roasting. The flowers 
fjom 20 year-old trees were examined by Graf and found to contain 
0,9% caffeine, a reducing sugar, caffetannic acid and phytosterol. 

It is stated that the Arabs in llie neighlxiurhood of Jedda discard 
the kernel of the coffee-berries and make an infusion of the husks 
(Pharm. /., 1886 [ui], I 7 i 656). 

The coffee-tree is a shrubdike plant cultivated in various tropical 
countries. The best coffee that reaches England comes form India, 
Java, and Ceylon. A little “Mocha” coffee comes from Arabia, but 
the greater part from India, Brazil at the present time furnishes 
more than one-half of the world’s supply of coffee. 

The composition of coffee has been given by different observers and 
a few of the results are shown in the following table: 

There has been some diversity of opinion as regards the sugar of 
coffee. Bell believed the sugar to consist of a peculiar species allied 
to melezitose, bift G. L. Spencer definitely proved the presence of 
sucrose in coffee. Graf showed that the coffee berries contain no 
dextrose or reducing sugars in the free state; but a methyl-alcoholic 
extract yielded a large amount of sucrose. 

Ewell made an exhaustive study of the sugar in coffee (Amer. Chem. 
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< 30 raw and roasted coffees by vanous analysts. 

*/. Soc. Chrm. Ind . 1910, 29, 138. All figures calculated on the dry coffee. Tannin was found in raw Costa to the extent of 2.8%; sugar calcu- 
lated to dextrose 0.6% in roasted coffee. 
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7 ., 1892, 14, 473) *> found of sucrose in the fat-free coffee 
extractable by 70% alcohol; the insoluble matter after acid hydrolysis 
gave galactose. Distillation with hydrochloric acid yielded furfural 
equivalent to of pentose. Ewell also obtained a gummy .substance 
which on hydrolysis gave rise to a reducing sugar, furfural, and 
mucic acid resulted on oxidation. From this Ewell concluded Uiat 
the gummy substance was a compound of pentose and galactose. 

Schultze and Maxw'cll state tliat raw coffee contains galactan, 
mannan and pentosans, the latter prc.sent to tlie extent of 5^, ;, in raw 
and in roasted coffee. Heliner and Skcrtchlcy (Attalys/, 1899, 
23, 178) have utilised the production of furfural on distillation with 
hydrochloric acid to estimate tJie pentosans in coffee. 

Baker {Analyst, 1902, 26, 116) found that manno-arabinosc or 
manno-xylose formed one of the important constituents of coffee berry 
substance and yielded manno.se on hydrolysis. He pointed out that 
the latter substance could readily be detected by the formation of the 
hydrazone (Baker and Pope, Trans., 1900, 77, 704). 

Caffetannic acid, called by Payen chlorogenic acid, exists in coffee- 
berries in the proportion of 3 to 5%, as a double caffetannate of potas- 
sium and caffeine (Payen) . It is prepared by diluting an alcoholic infu- 
sion of coffee with water, filtering from precipitated fatty matter, and 
precipitating the boiling filtrate with lead acetate. On decomposing the 
w'ashed precipitate with hydrogen sulphide free caffetannic acid is 
obtained. It forms a yellowish- white powder, or groups of colourless 
mammillated crystals. It is very soluble in water, less soluble in 
alcohol, and only very sparingly in ether. Caffetannic acid has an 
astringent taste, and the solution reddens litmus. It gives a dark 
green colouration with ferric chloride, and precipitates the sulphates 
of quinine and cinchonine. It reduces silver nitrate on heating, form- 
ing a metallic mirror. The salts turn green in the air. 

Tatlock and Thompson (/. Soc. Chem. Ind., 1910, 29, 138) are 
of opinion that roasted coffee contains no tannin, and that the lead 
precipitate contains colouring matter. They found 4.5% of tannin 
(precipitable by gelatin or alkaloids) in raw coffee. 

The tannic aciS of coffee was formerly supposed to be a glucoside 
which on prolonged boiling with alkali hydroxides yielded a reducing 
sugar and caffcic acid. Graf {Zeitsch. angew. Chem., 1901, 14, 1077) 
failed to obtain an osazone of this sugar after either acid or alkali 
hydrolysis, and showed that the reducing substance was precipitated 
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by lead acetate; from these facts Graf concluded that caffetannic 
acid was not a glucoside. 

The recent work of K. Gorter (Annalen^ 1908, 358, 327; 359, 217; 
1910, 372, 237; 1911, 379, no) shows that caffetannic add is a mix- 
ture of chlorogenic add with caffalic add and other substances. 
Chlorogmic acidy CjjHggOjQ, can be purified through its calcium salt 
and then crystallises in needles m. p. 208®. It acts as a dibasic add 
and on hydrolysis with alkali hydroxides yields caffeic (3-4 dehydroxy- 
dnnamic) and quinic adds. Chlorogenic acid gives a characteristic 
colour reaction and has by this means been detected in other seeds. 
Charaux (J. Pharm. Chim., 1910, [vii], 2, 292) has determined the 
chlorogenic acid in coffee and various other plants by hydrolysis and 
separation of the caffeic add obtained. Coffalic acidy is 

obtained in the form of prisms m. p. 255°, having a sweet taste. It 
yields isovaleric acid on boiling with alkali hydroxides. 

The caffeine is stated to exist in Liberian coffee in combination with 
chlorogenic acid as potassium caffeine chlorogenate, CgjHgaOigKj- 
(CgHio03N4)3,2H20, which Gorter isolated in colourless prisms. 
The compound is soluble in water but the caffeine cannot be extracted 
from the dry crystals with anhydrous solvents whereas when moist the 
whole of the caffeine can be completely removed. Gorter states that 
the fact that caffeine cannot be completely removed from coffee with 
anhydrous organic solvents is due to this combination of the caffeine 
with chlorogenic add. Lendrich and Nottbohm {Zeit. Nahr. Genusm., 
1909, 17, 241) on the other hand, maintain that the retention of 
caffeine is due to adsorption by the tissue of the coffee bean. 

On dissolving caffetannic acid in alkali hydroxide or ammonia, and 
exposing the solution to the air, the liquid acquires a bluish-green 
colour owing to the formation of the oxidation-product, viridic acidy 
or viridinic acidy which is an amorphous brown substance, very soluble 
in water to form a solution which is turned green by alkalies. It gives 
a bluish-green precipitate with barium hydroxide sulution and a blue 
with lead acetate. Viridic add dissolves in concentrated sulphuric 
add to form a crimson solution, which on dilution with water gives a 
flocculent blue precipitate. 

A. Nestler {Zeil. Nahr. Genussm.y 1903, 6, 1032) has made use 
of the production of the green colour by alkalies to dedde whether 
coffee is present in mixtures or in extracts. 

The prindpal alkaloid of coffee is caffeine which occurs to the 
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extent of i.o to 1.3% and is frequently nearer the latter value. It has 
been shown by Gorter to exist in coffee as potassium caffeine chloro- 
genate. Paladino {Gazzetta^ 1895 [ij, 25, 104 ) isolated another base 
from coffee extract, by boiling with milk of lime, and after-treatment 
with lead acetate extracting the caffeine by chloroform. The aqueous 
solution was acidified with sulphuric acid, concentrated, and treated 
with a solution of potassium-bismuth-iodide, when crystals of the 
base coffearine^' were obtained as a double salt of bismuth and 
coffeaiine iodide. Coffearine, occurs in colourless 

deliquescent needles melting at 140 ® and giving a faint alkaline reaction; 
it forms a hydrochloride^ Cj4Hi,04NjHCl,Hj0, melting at i8o°. 
Some doubt was thrown on the occurrence of this alkaloid and it was 
attributed in part to the action of the lime on the caffeine. Graf 
repeated Paladino’s experiment and obtained the alkaloid even when 
lime was not used. Coffearine is present in very small amount and is 
not extracted from the aqueous decoction by chloroform. Forster 
and Riechelmann also obser\’ed a second alkaloid in coffee, in their 
process of determining caffeine {Zeitsch, bffent. Chem., 1897, 3, 139 
and Chetn. Centr., 1897, i, 1259). 

The fat of coffee has been studied by Rochleder, who stated that it 
contains glycerides of palmitic acid and of an acid, C, ,11,40,. Trct- 
zel found glycerides of palmitic, stearic and oleic acids, and free oleic 
acid. The fat of roasted coffee contains some dihydroxystearic acid. 
The following values for the fat of coffee are due to Hilger and Juck- 
enack. {Forschungsher. Lebens^ 1895, 2, 223.) 



Acidity! 
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! 
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0 

, 1 
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1.4695^ 

9.48 

6.87 
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a . 79 

i6j. 7 

1 

* 57 . »j 
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0 34 
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X.4715 
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Tatlock and Thomson give the following values: 
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1 
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Meyer and Eckert {Monatsh., 1910, 31, 1227) have separated a fatty 
oil and a wax from raw coffee. The oil has the saponification value 
160 to 182 and iodine value 90.1 to 91.2. The fatty acids are mainly 
linoleic, palmitic and carnaubic with small quantities of oleic, daturic 
and caproic acids. The wax contains carnaubic acid combined with 
a resin alcohol. 

The unsaponifiable matter of coffee fat includes Phytosterol. Accord- 
ing to De Negri and Fabris the sp. gr. of the fat at 15° varies from 
0.9510 to 0.9525, and the saponification value from 165.1 to 173.4. 
The R. M. value is given by Spaeth as 1.65 to 1.7. 

The nitrogenous constituents of coffee other than caffeine have 
not been studied to any great extent, but the proteins have been stated 
to consist of legumin or vegetable casein. 

Polstorff {loc. cii.) obtained about 0.25% of trigonelline. Gorter 
confirms the presence of this substance and is of opinion that Paladino’s 
coffeurine is really trigonelline. 

Roasting of Coffee. — The roasting of coffee is best carried out at 
a temperature of from 200 to 250°, and during the process consider- 
able changes occur. Jaeckle {Zeitsch. Nahr. Genussm.j 1898, l, 457) 
has shown that caffeine is volatilised to a slight extent and certain 
other products are produced, such as acetone, furfural, ammonia, 
trimethylamine, formic and acetic acids. Moriari and Scoccianti 
{Gazzetta, 1895 [i], 25, 115) had, however, stated that when heated 
to 260° no trimethylamine was formed, but pyridine and its homo- 
logues occurred in appreciable quantities. The fat is decomposed 
to some extent and the free fatty acid is thereby increased. The 
sugar becomes caramelised and the caffctannic acids lose about half 
their weight. Hilger and Juckenack state that the losses on roasting 
are much higher when the coffee is glazed with sugar {Forschungber. 
LehenSy 1897, 4, 119) on account of the higher temperature required. 
According to these observers the losses for ordinary coffee are 19.3% 
total, 9.7% of the original fat and 21.1% of the original caffeine; for 
“sugar glazed^’ coffee the total loss is 15.3%, 18.3% of the original 
fat and 44.3% of the original caffeine. 

Herfeldt and Stutzer {Zeit. angew. Chem.y 1895, *8, 469) have pub- 
lished figures showing a large increase in the fat of Santos coffee on 
roasting; it is probable that the fat of the original raw coffee was 
incompletely extracted. 

During the process of roasting, the aroma of coffee is developed and 
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the toughness of the beans destroyed, so that subsequent grinding 
is facilitated. If the roasting be insufticient, tiie rawness is not destroyed 
and the flavour not fully developed; while if over-roasted, the product 
has a nauseous empyreumatic flavour. 

When roasted to a yellowish-brown, coffee loses, accorduig to Cadet, 
about 12.5% of its weight, and in this state is difficult to grind. 
When roasted to a chestnut-brown is loses i89o and when is becomes 
entirely black, though not all carbonised, it has lost 23^0- In practice, 
the loss of weight in roasting coffee is between 12 and 20% (of which 
about 8% represents water removable at 100°), and if the latter figure 
is reached, the product is injured. According to Watson Will, the 
usual yield of roasted coffee is about 98 lb. from i cwt. of raw berries. 
This corresponds to a loss of 12.5%. 

Konig found that on roasting coffee-berries to a light brown the 
total loss of weight was 17.77%, of which 8.66 was water and 9.11% 
organic matter. The original coffee contained 11.19% moisture, 
and after roasting, still retained 3.19%. 

According to Paul and Cownley {PJiarm. 1886 {Hi], 17, 655, 
821) there is no appreciable loss of caffeine by volatilisation during 
the roasting of coffee, unless the process is carried to excess. But 
Paul admits that the water condensed in the place leading from the 
roasting often contains some caffeine, which he considers has been 
carried over mechanically. Watson Will (ihid.y page 684) states that 
he has never failed to find caffeine in the sublimate obtained in coffee- 
roasting. 

The chemistry of the roasting of coffee has also been studied by 
O. Bemheimer {Monatsh.y 1880, i, 456), who roasted coffee till it 
had lost about 25% of its weight. 50 kilogrm. of coffee yielded 5 
litres of aqueous distillate and 680 grm. of solid matter floating thereon. 
On agitating this with ether, fatty acids, quinol and caffeol were 
extracted, while caffeine, acetic acid, methylamine and trimcthylaminc 
remained in the aqueous liquid. On evaporating the ethereal solution, 
and fractionally distilling the residual dark, coffee-smelling oil, a few 
drops of an acetone-like liquid passed over, followed by a little acetic 
acid and water/* Between 200® and 300° cajjeol distilled, and above 
that temperature palmitic and other solid fatty acids. On neutralising 
these and the 200-300° fraction with sodium carbonate, a viscid dark 
oil was thrown down The uncondensable vapours consisted chiefly 
of carbon dioxide, and by passing them through dilute hydrochloric 
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acid a resinous substance having the appearance of pyrrol-red was 
deposited. 

It should be pointed out, however, that Jaeckle was unable to detect 
Bemheimer's caffeol. 

Caffeoly according to Bemheimer, is an oily liquid smelling 

very strongly of coffee. It boils at 196^, and is not solidified by a freez- 
ing mixture. It is not sensibly soluble in cold water, to which, however, 
it imparts* its characteristic odour. It is slightly soluble in hot water, 
very slightly in aqueous potassium hydroxide, and with great facility in 
alcohol and ether. The alcoholic solution gives with ferric chloride a 
red colouration, said not to be destroyed on adding sodium carbonate. 
By fusion with potassium hydroxide, caffeol yields salicylic acid, and, 
according to Botsch {Monatsh.y 1880, i, 621) is isomeric with methyl- 
salicyl alcohol, the two compounds having the following constitution: 

C,H,(O.CH3).CHjOH C3H,(OH).CHa.OCH 

Methyl-aalicyl alcohol. Caffeol. 

A valuable contribution to the knowledge of the volatile oil of 
coffee was made by Erdmann (B«r., 1902, 35, 1846). Roasted 
coffee was heated with superheated steam, whereby Erdmann obtained 
0,06% of a yellowish- brown oil having a powerful odour of roasted 
coffee. The oil possessed the sp. gr. 1.0844 at 16° and contained 
nitrogen. By treatment with sodium hydroxide solution it was 
separated into 42% of acid substances and 58% of non-acid material. 
The acid portion contained acids of the nature of methylbutyric acid 
and phenolic compounds were also found; furfuryl alcohol occurred 
to a large extent in the non-acid portion. The characteristic odour- 
iferous substance of the oil boiled at 93® at 13 mm. and contained 
9.7% of nitrogen. The yield of this last was only 0.89 grm. from 
65 kilos of coffee and it possessed the odour of roasted coffee to a 
marked degree. Erdmann further found that the aroma of coffee 
was produced when caffeine, sucrose, and caffetannic acids are heated 
together and not if any of the three are absent. 

The dietetic value of coffee is possibly dependent as much upon 
the presence of caffeol as on that of caffeine. According to M. Fargas 
the effect of caffeol on the heart’s action is the opposite to that of 
caffeine, and increases the strength and rapidity of the pulsations. 

Katz states that 85-95% caffeine is extracted by boiling 

water and a cup holding 150 c.c. contains about 1.5 grains of caffeine. 
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According to Couty, Guimaraes, and Niobey {Compi. Rend,, 1884, 
^5) coffee diminishes the activity of the simple combustions wliich 
produce carbon dioxide, but increases the formation and excretion of 
urea, and the assimilation of meat and other nitrogenous foods. It is 
a complex aliment which renders the organism capable of consuming 
and destroying larger quantities of nitrogenous substances, and hence 
may be regarded as an indirect source of available energy. 

Coffee-berries vary considerably in size and character according 
to their origin. West Indian coffee-berries are regular in size, pale 
yellowish, firm and heavy, with a fine aroma, and they lose compara- 
tively little on roasting. Brazilian coffee is larger, less solid, greenish 
or white, and usually classed as *Mow'^ or ‘*low middling.^' Javanese 
coffee-berries are smaller, slightly elongated, light, and deficient in 
aroma and essential oil. When new, Java coffee is pale yellow, and 
of less value than when old and brown. The deeper colour is due to 
curing as well as age. It has been artificially coloured. Ceylon 
produces all descriptions of coffee, but the ordinary plantation coffees 
are even-coloured, slightly canoe-shaped, strong in aroma and flavour, 
heavy, and more susceptible of adulteration than the other kinds. 
Genuine Mocha coffee is small and dark yellow in colour, and con- 
sidered of the highest quality. The following table shows the number 
of seeds required to fill a 50 c.c. measure (Thorpe’s Diet. Applied Chem,, 

578): 


Pine brown Java 187 | 

Fine Mysore . . 198 

Fine Neilgherry . . *03 

Costa Rica ... ao? 

Good ordinary Guatemala . . . .207 

Good La Guay ro ... .210 

Good average Santos 313 

Pine long-berry Mocha 317 


Good ordinary Java 223 

Fine Ceylon plantation 225 

Good average Rio 336 

Medium Ceylon plantation 238 

Manilla.. 248 

Ordinary Mocha 270 

West African 313 


Analysis of Coffee and Coffee Mixtures. 

The analysis of raw coffee beans is not usually required, as any 
factitious beans would be detected readily and it is doubtful whether 
such coffee is on the market. The following details for the analysis 
therefore apply to roasted coffee only. 

Whole Beanaf — Examine megascopically in order to detect foreign 
substances. Artificial coffee beans are apparent from their exact 
regularity of form. Coffee pellets made from roasted wheat mash are 
of brown colour, possessing a very characteristic ellipsoidal form 
(A. O. A. C). 
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Detection of Sugar Glazing. — None of the proposed methods 
gives sugar alone; but two of them are fairly satisfactory. Stutzer 
recommends shaking lo grm. of coffee with 250 c.c. of cold water for 
5 minutes, diluting to 500 c.c. and decanting at once. The aqueous 
extract is filtered and the solids determined by evaporation of an 
aliquot portion and drying at 100°. (A.O.A.C.) 

Hilger’s process {Zeitsch. anal. Chem., 1897, 36, 226) is more satis- 
factory, according to Fresenius and Griinhut, and is, shortly, as 
follows: 10 grm. of coffee beans are digested 3 times for half an hour 
with quantities of 100 c.c. of cold alcohol (i volume 90% alcohol to i 
water). The alcohol is decanted each time, made up to 500 c.c. and 
filtered. An aliquot portion is evaporated to dryness, weighed and 
the ash deducted. To allow for the action of the solvent on the beans, 
deduct 0.83 for each 100 parts of dry coffee. The difference may be 
taken as due to caramel. 

The detection of glycerol in coffee berries is not altogether satis- 
factory; but may be found in the solutions obtained in the test for 
caramel. A portion of the solution is evaporated to about 10 c.c., 
treated with 5 grm. of sand and 3 c.c. of milk of lime (15% CaO) and 
evaporated almost to dryness. The moist residue is then treated with 
50 c.c. of 90% alcohol (by volume) worked into a smooth paste, heated 
on the water-bath to incipient boiling, decanted through a filter and 
repeatedly washed by decantation with small quantities of hot 90% 
alcohol until the filtrate amounts to 150 c.c. The filtrate is evaporated 
to a syrup at a temperature below 90®, washed into a stoppered cylinder 
with 20 c.c. absolute alcohol and 3 successive quantities of 10 c.c. of 
ether added, shaking after each addition. When clear the alcohol- 
ether solution is filtered off, the cylinder and filter washed with a mix- 
ture of absolute alcohol and ether (2 to 3), the filtrate evaporated, and 
dried for i hour at 100®, The weight, after deducting the ash, is 
taken as glycerol. This process will include any other organic matter 
which is soluble in the solvents. Griinhut {Zeit. anal. Chem., 1899, 
38, 37) has pointed out that although the alcohol-ether residue may 
yield oxalic acid on oxidation, yet on distillation with potassium hydro- 
gen sulphate no acrylic aldehyde resulted, indicating that some sub- 
stance other than glycerol was present. 

Facing materials such as /a/, parafprn, vaseline and waxes may be 
detected by the method of Spkth (Forschungsber.LebenSj 1895, 2, 223). 
Extract 100 to 200 grm. of the beans with light petroleum for 10 min- 
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utes. Decant the petroleum spirit and repeat the process a few times. 
Evaporate the petroleum extract to dryness; digest with warm water; 
extract the fatty matter with light petroleum, filter and evaporate to 
dryness. Examine the residual fatty matter by the usual methods 
for fats and waxes. For shellac and resin^ shake the beans with abso- 
lute alcohol for about 10 minutes; evaporate to dryness in a dish and 
ignite the residue; the characteristic resinous odour on burning indi- 
cates the adulterant. It should be noticed that the Liebcrmann- 
Storch reaction for resin cannot be applied directly as coffee-berry oil 
itself answers to the reaction. The resin should be separated from the 
ethereal solution of the oil by means of sodium hydroxide solution. 
Dextrin is obtained after applying the test for resin by testing the beans 
with hot water. The aqueous extract yields tests for sugar after 
hydrolysis with mineral acid if dextrin is present. Artificial colouring 
matters can be detected by shaking the beans in a thick stoppered 
bottle and examining the powder obtained. Graphite, however, 
adheres to the beans closely and is not removed by shaking, but is 
readily detached by warming with alcohol containing a little potassium 
hydroxide. 

Ground Coflfee. — ^For analysis the sample should be powdered so 
as to pass through a sieve with 0.5 mm. mesh. The moisture and ash 
of coffee are estimated as for tea, and valuable information is some- 
times obtained from the estimation of the soluble ash, chlorine and 
phosphoric anhydride. In the experience of the writers, the moisture 
rarely exceeds 3% although much higher proportions are occasionally 
found depending upon the degree of roasting. 

The ash of pure coffee is generally between 3.5 and 4'5%> rarely, 
if ever, exceeding 5%> and even when a considerable proportion 
of chicory is present it seldom rises beyond 6%. Any notably higher 
proportion will indicate the presence of a mineral adulterant.^ The 
ash should be white, or nearly so, a marked red tint indicating an 
added compound of iron. 

The composition of the ash of coffee presents considerable differ- 
ences from that of chicory, as is apparent from the following results or 
analyses by H. >,udwig {Arch. Pharm., 1872 [Hi], i, 482) and James 
Bell {Foods, 2, 46, 57). 
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Coffee-beans 

H. Ludwig 

Coffee-beans, 

eight 

samples 

J. Bell 

Chicorj 
Eight samp] 

/ root, 
es. J. Bell 

Gneias 

soil 

Limestone 

soil 

Deducting 

SiOi and sand 

Including 

SiO] and sand 


14.13 

44.03 

53 30 to 55.80 

37.85 to 46.37 

34.88 to 33.88 

Naip. . 

5.84 

5.85 

Not detected. 

3.17 to 16.90 

3. 04 to 15.10 

CaO... 

8.64 

4.89 

4.ioto 6.16 

7 .6s to 10.81 

5.00 to 9.60 

•• 

8.14 

8.01 

8.30 to 8.87 

S .33 to 8.08 

3.4ato 7.33 

FeD» , 

16.54 

1 .96 

0.44 to 0.98 

3. so to 8.39 

3.i3to 5.33 

P»05. . . 

x8.6s 

10.54 

10 15 to IT 60 

9.59 to 13.61 

6.65 to 11.37 

SOi. . . . 

15.98 

1 .64 

3.09 to 5.36 

8.38 to 11.78 

5.38 to 10.53 

Cl 

Trace 

0.98 

0. 36 to I . II 

5 . 03 to 6.08 

3.33 to 4.93 

COi . . . 

8.34 

31.34 

14.93 to 18.13 

3 04 to 4.60 

1.78 to 3.19 

SiOt.. . 

1 .6s 

0.37 

0.00 to 0.4s 


3.61 to 13.75 

Sand. . 

None 

None 

None 


8.08 to 33 . 10 


Ludwig found in each case a notable amount of soda, a result which 
disagrees with Bell’s statement that this base is absent from coffee 
ash. Ludwig’s figures also show an enormous variation in the pro- 
portions of K3O, FejOj, SOg, and CO,, according to the nature of the 
soil on which the coffee-plant is grown. The sample of coffee from 
a gneiss soil must be regarded as highly abnormal. In Allen’s experience 
the ash from genuine coffee was never observed to have a red colour, 
as would be the case with the ash of a specimen containing a consider- 
able proportion of iron. 

C. Komauth showed the ash to contain 54.43% KjO, 0.29% Na^O, 
12.52% PjOft, 4.11% SO3 and 0.45% Cl; he stated that the ash should 
be free from silica and that the sodium oxide should not exceed 0.5%. 
If the chlorine exceeds 0.6% the coffee has probably been adulterated 
or damaged by sea water. If the NajO in chicory-ash be calculated 
into its equivalent of K,0, and the figure thus found added to the 
actual K3O, the percentage is not greatly different from the proportion 
of potash found by Bell in coffee-ash. The proportion of ferric oxide 
is notably greater in chicory than in coffee. Hence chicory -ash always 
has a red tinge which is absent from the ash of genuine coffee. 
(C/, Petermann, page 653.) A notable difference is observable in the 
proportions of CO, and Cl, and a very wide distinction in the figures 
for sand and silica. In only one of the eight sampled of coffee did the 
silica even approach 0.5%, and in another portion of the same coffee, 
which was properly screened before roasting, the silica of the ash fell 
to nil. 

Defert found that in coffee from S&o Paula the percentage of K ,0 
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increased in the plant with distance from the roots and was highest in 
the leaves, while CaO was highest in the root and least in the leaves. 

In consequence of the large proportion of potassium carbonate in 
coffee-ash, the percentage of the total ash soluble in water is much 
greater than in the case of chicory-ash, and attempts have been made 
to utilise this fact for ascertaining the proportion of chicory present in 
mixtures of the two. Thus Allen found from 60 to 85% of the total 
ash of coffee to be soluble in water, whereas on an average only 34% 
of the total ash of chicory was soluble in water. But this proportion 
is gravely affected by the proportion of actual sand which may be 
present. This varies in commercial chicory from a trace up to 4-S%» 
which difference is quite sufficient to invalidate deductions based on 
the ratio of the total to the soluble ash. By comparing the soluble ash 
with the total ash minus sand and silica, somewhat more reliable results 
are obtained, but at best the method is ordy capable of affording a 
rough indication of the proportion of chicory present. It may, how- 
ever, serve to point to the presence of a foreign ingredient, which can 
then be identified and determined by other means. The following 
ash-analyses, by James Bell, are interesting in this connection. 



1 Lupins 1 

Acorns 

KiO 

1 33-54 

54.93 

Na, 0 . . . 

1 17-75 

0 6? 

CaO 

1 7 75 

6 01 

MgO 

1 6 18 

4 33 

FejOi. . . . 


0.54 

PiOs 

' 35 53 i 

II 15 

SO* 

. . i 6 80 { 

4 79 

Cl 

CO* 

. 1 a 1 1 

1 0 

a «;i 

13 

SiO*. etc 

: , 0 87 

I Ol 

1 roi 09 

! 99.58 


Mttjzc I Parsnips j Dandelion root 


30 74 

56.54 

17.95 

Not found 

Not found 

30.95 

3 06 

6 8s 

11.43 

14 73 

6.49 

X.31 

0 84 

0 53 

I.a7 

44 50 

13.84 

1 X . ai 

413 

4.07 


0.50 1 

3 09 

3.84 


II 44 

6.31 

” ’ I 78* ’ i 

0.57 

II a6 

1 100 37 

103.43 

97.80 


The following centesimal figures by Way and Ogston refer to the 
ash of other roots: 


• 

Turnip j 

Beet 

Carrot 

■ 1 

0. 14 to 0.66 

3 to 5 

9.5 to 15 

0.53 to 3.74 

35 to 30 
xs to 31.6 

0. 59 to 1 .66 

1 to 4.6 

X 5 to 19 


CO, 
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Estimation of Fat. — Dry 2 grm. of coffee at 100° and extract with 
light petroleum for 16 hours; evaporate the solvent, dry residue at 
100® and weigh (A. O. A. C.). The writers find that more complete 
extraction is obtained by macerating the coffee with a flat-topped glass 
rod in a deep flat platinum dish with light petroleum and allowing to 
settle for a few minutes; the petroleum is filtered into a tared flask and 
the operation is repeated about 16 times. Although this method is 
much more tedious than other extraction methods, higher results are 
generally obtained. 

The fat of coffee is tolerably constant in amount, and hence the 
proportion serves as a useful indication of the amount of certain 
admixtures. Thomas Macfarlane, stated that the petroleum-ether 
extract from previously dried coffee ranges from 10 to 12%. Only i 
sample out or nearly 50 examined showed less than 10, and no sample 
gave as much as 13%, although 12.5% was reached in a few instances. 
By the maceration method described above the fat is usually near 13% 
calculated on the dry coffee and is frequently higher. Chicory yields 
about 1% when similarly treated, and 3 samples of roasted barley 
gave from 1.3 1 to 1.54%, but Tatlock and Thomson found 2.73% of 
fat in a sample of chicory, and the writers have recently found 2.42%. 

Caffeine. — The various methods for estimating caffeine have 
been described under tea, and are suitable for coffee but larger 
quantities must be taken (from 6 to 12 grm.); extraction by means of 
chloroform, after moistening with ammonia, is especially suitable. The 
residue contains fat, however, and should be boiled with water, filtered 
through a cotton-wool plug, and evaporated to dryness or extracted 
with chloroform. If desirable the nitrogen may be determined. 
Gomberg's periodide method has been recommended as convenient 
for use with the filtrate from the caffetannic acid determinations 
{U. S. Dept, of Agric., igog^ Bull. 122, 78). 

The caffeine of coffee is remarkably constant and is generally from 
i.o to 1.3%, and, although much lower figures have been published, 
these results are probably due to defective methods. 

Paul and Cownley {Pltarm. /., 1887 [mj, 17, 565, 648, 821, 921) 
recommended the adoption of 1.30% of caffeine as a constant for all 
genuine coffee and used this figure to estimate the proportion of coffee 
in a mixture. Allen considered 1.20% a safer number to adopt. As 
genuine coffees may contain appreciably less caffeine than 1.3%, the 
deficiency in caffeine should be used in conjunction with other data, or 
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results wide of the truth may result. In any case it is necessary to 
ensure that the whole of the caffeine has been extracted by an examina- 
tion of the residues obtained in any particular process. 

These statements apply to ordinary coffee, but certain varieties of 
coffee have been described containing no caffeine but a bitter principle, 
caf amarine. Bertrand {Compt. Rend., 1901, 132, 162, and 1905, 141, 
209) describes 4 new species, C. Humblolkna, C. Gallienii, C. Bonnieri, 
C. Mogeneti, grown in Madagascar and Grand Comoro, i kilogrm. 
of coffee-berries from C. Humblotiana gave no caffeine and the plant 
was considered a distinct species by Bertrand and not merely C. 
Arabica grown on different soil, since the latter when grown on the 
same soil, under similar conditions, gave the normal proportion of 
caffeine. The following analyses of C. Humblotiana and C. Arabica 
grown on the same soil are published by Bertrand: 


1 Water 


Ethereal Alcoholic 
extract extract 


Non-re- ' 
ducuiK , 
su^ar 


Total j [ 

nitro- As>h j Caffeine 
B('n 


C. Humblotiana j 11.61 10.7 1 84 , 08 43 15 j 0.0% 

C. Arabica J 97 | s-Siiai 49 19 17 i?% 


Ilanausck describes a wild coffee (probably C. bourbonica) free from 
caffeine. The beans are egg-shaped and more slender than those 
from C. Arabica. 

Besides the varieties of naturally occurring caffeine-free coffees, 
certain coffees have recently been placed on the market which purport 
to have been freed from the greater part of the caffeine and are sold 
as “caffeine freed. These coffees are stated to be prepared by sub- 
mitting the coffee-berries to the action of superheated steam, then 
ammonia, sulphur dioxide or hydrogen chloride gas is introduced 
and the caffeine is extracted by a suitable solvent such as alcohol or 
benzene; after removal of the solvent the action of the steam is con- 
tinued. It is probable that the essential oil of coffee is returned after 
extraction of the caffeine. * 

Estimation of daffetannic Acid. — Although the tannic acids of 
coffee have been shown to consist of a mixture of tannin (Tatlock and 
Thomson), coffalic, chlorogenic, and other acids (Gorter), nevertheless, 

* Lendrich and Murdfeld (Z«t<. Nahr. Gtnuism., 1908, 15, 70^) give 0.3% caffeine at the 
mean of 14 caffeine-free coffees and the unusually high proportion of 17.1% of fat. 

VOL. VI.— 42 
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by working under definite conditions, more especially as regards the 
quantity of lead acetate, results of value may be obtained. Krug's 
method as modified by Woodman and Taylor {U. S. Dept, of Agric.f 
1909, Bull. 122, 83) gives concordant results. To 2 grm. of ground 
coffee add 10 c.c. of water and shake continuously for at least i hour; 
add 25 c.c. of 90% alcohol and continue the shaking for half an hour; 
filter and wash with 90% alcohol, until filtrate is about 50 c.c. in 
volume. Heat the filtrate to boiling (in a vessel suitable for use in a 
centrifugal machine) and add drop by drop 6 c.c. of a saturated solu- 
tion of lead acetate. Separate the precipitated lead salt by means of 
a centrifugal machine and decant the supernatant liquid through a 
tared filter; repeat this twice with 90% alcohol. Transfer the precipa- 
tate to the filter, wash free from lead with alcohol and finally with ether; 
dry at 100° and weigh. The weight of the precipitate multiplied by 
0*51597 gives the weight of caffetannic acid. The percentage of lead 
in the precipitate as obtained varies between 48.3 and 48.7%, the 
amount required by Pb3(Ci5H, 509)3 is 49%. Trillich and Gockel 
{Zeitsch. Nahr. Genussm.y 1898, i, loi) use 3 grm. of coffee and boil 
4 times for half an hour with water; and the whole is made up to 1,000 
c.c. To 400 c.c. of the clear filtered liquid i. c.c. of basic lead acetate 
solution is added and the precipitate is allowed to settle all night. The 
precipitate is filtered off, washed, removed from the paper, suspended 
in water and decomposed with sulphuretted hydrogen; after filtration 
from the lead sulphide, the liquid is evaporated to dryness and 
weighed. 

Trillich and Gockel give the following values for raw New Granada 
coffee: Krug’s original method 11.3, Bell’s method 5.3, Trillich and 
Gockel’s method 11.37%. According to O. Woodruff the results by 
Trillich and Gockel’s method are generally higher than those obtained 
by Krug’s method. 

The aqueous extract of coffee is remarkably constant in amount, 
and is very little affected by variations in the roasting. Instead of 
weighing the actual extract, Graham, Stenhouse and Campbell (/. 
Chem.Soc., 1857, 9, 33) determined the sp. gr. of the aqueous infusions 
of coffee and various roasted vegetable matters. Their me hod was 
to treat the roasted substance with ten times its weight of cold water, 
raise the liquid to the b. p., and observe the sp. gr. of the 
filtered liquid after cooling to 60® F. (« 15.5® C.). The following is a 
classified arrangement of their results: 
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Substance 

Sp. gr. of 
to% 
infusion 

Coffee : 


Mocha 

I 008 . 0 

Neilgherry 

100H.4 

Plantation Ceylon 

1008 7 

Java 

1008 7 

Jamaica I 

Joo8 8 

Native Ceylon 

I 009 . 0 

Costa Rica 

1009.0 

Costa Rica 

1009.05 

Average 

1 008 . 7 

Leguminous Seeds : 


Lupins 

1005.7 

Peas 

1007 1 

Beans 

' 1 008 . 4 


Miscellaneous : j 

Spent tan 1002 . i 

Acoms i 1007 3 


Sp. nr. of 

I Substance ] 10% 

;1 1 infusion 


I Roots : 

Chicory, Yorkshire loio.i 

Chicory, English ' 1021. 7 

Chicory. Foreign ... .. j 1022.6 

Chicory, Guernsey. . . . | 102 s. 3 

Average. ... ... 1021.0s 

I Parsnips I i o M • 3 

Carrots 1017* 

Turnips ! 1021 4 

Dandelion 10219 

! Red beet 1022.1 

: Mangold wurzel 1023.5 


I Cereal Products : 

I' Brown malt 1010 9 

j Blackmail.... .. .' 1021.2 

Rye meal j loai ,6 

Maize. . , 102s t 

Bread raspings ...1 1026.3 


These results show a marked distinction, between coffee, leguminous 
seeds, and acorns on the one hand, and cereal products and chicory 
and other roots on the other. Unfortunately, with the exception of 
chicory and coffee, they apply merely to single specimens of each kind 
of substance. 

Experiments made by Allen gave a mean sp. gr. for coffee-infusions 
precisely identical with that obtained by Graham, Stenhousc and 
Campbell (1008.7). Hence in a series of experiments made in Allen’s 
laboratory, the sample of coffee was well boiled with 10 parts of water, 
the solution filtered, and the residue washed with hot water till the 
filtrate measured 10 c.c. for every i grm. of the substance employed. 
Operating in this manner, the infusions from 14 specimens of ordinary 
commercial roasted coffee (groimd in the laboratory) were found to 
have a sp. gr. ranging from 1006.8 to 1008.5, with an average of 
1007.9 {Analyst, 1880, 5, i). O. Hehner has met with a genuine 
coffee giving an infusion-density of 1010.2. 

J. Skalweit has shown that the sp. gr. of the aqueous infusion is not 
sensibly affected by the extent to which the coffee has been roasted. 

By the exhaystion-process, Allen obtained the following resujts 
from samples of commercial chicory (undried) : 
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Sp. gr. of io% 
infusion 


Yorkshire Chicory, under-roasted 1035.9 

Yorkshire Chicory (same sample), highly roasted 1019.0 

Chicory of unknown origin 1031 .i 

Chicory of unknown origin. io 3 oo 

Chicory of unknown origin . . 1031.4 

Mean . j 103 1 .9 


It is evident that the density of chicory infusions varies much more 
than that of coffee, a fact which prevents the method from furnishing 
more than an approximate determination of the proportion of coffee 
and chicory in a mixture of the two. A sharper result may be obtained 
by previously drying the sample at 100°, and hence eliminating the 
somewhat serious error due to varying proportions of moisture. 
Adopting 1,024 as the normal sp. gr. of the infusion of dried chicory 
and 1,009 that of dried coffee, the percentage of real coffee in a mix- 
ture of the two will be found by the following equation, where d is the 
sp. gr. of the io% infusion and C the percentage of coffee in the sample: 

^ (1024— </)ioo 

15 

A. McGill {Trans. Royal Soc. Canaday 1887) finds that the sp.gr. 
of the infusion of coffee and chicory is materially affected by the 
fineness of the powder, the time occupied in heating the decoction to 
boiling, and the time during which the boiling with water is continued. 

McGill’s method is best carried out as follows: 

Weigh into a tared flask the equivalent of lo grm. of dried coffee; 
add water until the contents weigh no grm., connect to a reflux con- 
denser and heat so that boiling commences in 10 to 15 minutes. Boil 
for I hour, cool for 15 minutes, weigh again and make up any loss by 
the addition of water, filter through a dry filter and take the sp. gr. of 
the filtrate at 15°. The average sp. gr. of a 10% extract of pure coffee 
is 1.00986 at 15®, and of chicory under the same conditions (for 3 
samples) sp. gi. 1.02821. The approximate percentage of chicory 
may be calculated by the following formula: 

^ , . (1.02821 — sp. gr.) 

. %chicory=ioo — — 

0.01835 

The refractive index of the above solutions by Zeiss’ refractometer is 
Nn = 1.3377 for 10% coffee extract and 1.3448 for 10% chicory 
extract. 
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Thos. Macfarlane obtained the following results by the application 
of McGill's method for ascertaining the infusion-density and actual 
determination of the soluble extract. This last estimation was made 
by thoroughly extracting the dried sample with petroleum spirit, and 
then treating the redried substance with boiling water. Instead of 
evaporating the solution, the insoluble matter was redried and weighed, 
the loss showing the water extract:’* 


Santos coffee 

Mocha coffee 

Java coffee 

Java coffee, with io% Chicory 
Java coffee, with 20 % Chicory. . 

Java coffee, with 30 % Chicory . . 
Java coffee, with 40 % Chicory . 

Java coffee, with so % Chicory 
Java coffee, with 60 % Chicory . . 
Java coffee, with 70% Chicory 
Java coffee, with 80% Chicory . . . . 
Java coffee, with 90 % Chicory . 
Chicory • • • • 


Water extract 


22 44 
21 y2 
20 42 

25.90 
.to 75 
37 40 
4t 3O 
49 84 
5 t 82 
60 34 
65 93 
71 41 
77.73 


Infusion so. 
gr. at 62® F. 


1009 .78 
1009 73 
1 01 1 .58 
X013 44 
lOiS 38 

1017 08 

1018 66 
1020 48 
1022 70 
1024 IS 
1026 42 
1028.32 


Tatlock and Thomson (/. Soc. C/iem. Ind., 1910, 29, 138) give 
the sp. gr. of 10% infusion as from 1.0099 to 1.0102. McGill {Cana- 
dian Bull., 1909, 172) gives for the sp. gr. of a 10% extract of 55 
samples of genuine coffee figures varying from 1.0083 to 1.0104 
with a mean value 1.0093. 

It is evident that the sp. gr. of the aqueous infusion is really a 
function of the solid matter dissolved by the water, and a close 
approximation to the percentage of the latter can be obtained by 
dividing the difference between -the sp. gr. and 1,000 by the number 
0-375 or multipljdng it by 2.67. This factor is deduced from the 
known solution-densities of caramel and the carbohydrates. J. 
Skalweit {Rep, Anal, Chem,, 1882, 2, 227), as the result of direct experi- 
ment, gives the following data: At 17.5®, i.ooi sg. gr. of 20% infusion 

represents 0.36 extract per 100 c.c.; 1.115 sp. gr. of 20% infusion 

represents 27.2^^ extract per 100 c.c ; 1.235 sp. gr. of 20% infusion 

represents 48.2*5 extract per 100 c.c. Thus if a coffee-infusion have 

a sp. gr. of 1009.0, the proportion of matter soluble in water will be 

1009.0— 1000.0 


0-375 


* 4 - 0 %. 
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The figures for soluble extract obtained by T. Macfarlane (Ottawa) 
by the analysis of 54 samples of commercial coffee ranged from 21.5 
to 26.5%, with an average of about 24%. The samples were dried 
at 100®, deprived of fat by treatment with petroleum spirit, re- weighed, 
and then exhausted with water. Instead of evaporating the infusion 
and weighing the soluble extract, the insoluble residue was dried and 
weighed, and the loss gave the soluble extract. A. Smetham has also 
proposed to wash, dry, and weigh the insoluble matter left on the 
filter. 

Alfred E. Johnson states the soluble extract from previously dried 
(roasted) coffee to be very constant at 24%, and the extract from dried 
chicory to average 70%, and on these figures bases the following process 
for the analysis of coffee mixtures. 

The ground coffee is dried at 100° and 5 grm. of the moisture-free 
sample boiled for 15 minutes with 200 c.c. of water. After settling 
for a few minutes, the liquid is poured off through copper wire-gauze 
or coarse muslin into a 250 c.c. flask. The grounds are boiled with 
50 c.c. of water for 5 minutes and the liquid strained as before. The 
contents of the flask are cooled, made up to 250 c.c., agitated, and 
poured on to a. dry filter, 50 c.c. of the filtrate, rejecting the first 
portion (equal to i grm. of the dry sample), is then evaporated in a 
flat dish over boiling water, and the residue (representing the extract 
from I grm.) dried in the water-oven and weighed. Then: 


100(70— % of extract found) 

^6 


percentage of coffee in sample. 


The results thus yielded by coffee and its principal adulterants are 
given on pages 658, 659. 

Winton estimates the soluble solids in ground coffee by 8 hours' 
maceration of 4 grm, of the sample in a 200 c.c. graduated flask filled 
to the mark with water. The flask is shaken frequently and then 
allowed to stand for a further 16 hours, filtered, 50 c.c. of the filtrate 
evaporated in a flat dish, and dried at 100° and weighed (A. O. A. C.). 

Reducing sugar may be estimated (A. O. A. C.) in this solution by 
the ordinary methods, after clearing with lead acetate. The results 
are calculated to dextrose (Vol. i, page 320). 

Sucrose may be estimated polarimetrically (A. O. A. C.) by taking 
half the standard quantity, extracting and clearing with basic lead 
acetate (Vol, i, page 309), 
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Starch, if present, may be estimated (A. O. A. C.) by the diastatic 
method (Vol. i, page 422). 

Proteins are estimated from total nitrogen by Kjeldahl’s method, 
after deducting the nitrogen due to caffeme. The difference multiplied 
by 6,25 is taken as protein, but the results have very limited ap- 
plication. The crude fibre is determined as usual but is rarely 
required. 

For the detection of adulter aiion in roasted coffee it is usually suffi- 
cient to estimate moisture, ash (soluble and insoluble), caffeine, fat 
and the 10% extract. Additional information in doubtful cases may 
be optained from the alkalinity of the soluble ash, the proportion of 
nitrogen and from the amount of chlorine which in adulterants is fre- 
quently higher than in coffee. 

Adulterations of Coffee. — Commercial coffee is subject to a variety 
of sophistications, both in the berry and after grinding. 

Imitation coffee-berries were formerly manufactured of fire-clay. 
These were mixed with genuine berries and roasted with them, when 
they absorbed some of the colouring matter and oil, and so remained 
a close imitation. On breaking such spurious berries the colour 
would be seen to be principally on the exterior. The determination 
of the total ash and silica would at once lead to the detection of such a 
fraud. 

In 1850, Messrs. Duckworth of Liverpool took out a patent for 
moulding chicory into the form of coffee-berries, and several kinds of 
factitious coffee-berries have been described. 

A factory for the manufacture of imitation coffee-berries on the 
scale of 40 to 50 kilogrm. daily was seized at Lille by the French 
Government. It appeared in evidence that the composition of the 
product was: Chicory, 15 kilogrm. ; flour, 35 kilogrm. ; ferrous sulphate, 
1/2 kilogrm. 

Factitious coffee-beans seized in Roumania consisted of coffee- 
grounds, chicory, and peas. 

In America there are several firms which extensively manufacture 
imitation coffee-beans and “coffee-pellets.” These preparations 
usually consist of wheat-flour, chicory, bran, and occasionally coffee. 
Samples purchased and examined by the chemists of the United States 
Department of Agriculture gave the following results; 
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Appearance 

Sp. gr. 

Composition 

Roasted beans 

I 

IQS 

Wheat-flour. 

Roasted beans 

1 

198 

Wheat-flour, coffee,and chicory. 

** Kunst Kaffee.” Wheat-flour, coffee, and chicory. 

Roasted beans 

I 

III 

Roasted pellets 

I 

119 

Roasted pellets 

I 

183 

1 Wheat-flour, bran, and probably rye. 

Roasted pellets 

Raw beans 

I 

193 

Wheat-flour and coffee. 

Roasted beans 

I 

ail 

Wheat-flour. 

Light-coloured beans 

Dark-coloured beans 

z 

I 

174 

134 

1 Wheat-flour and probably sawdust. 

Roasted beans 

Roasted granules 

Roasted lumps 

Roasted granules 

I 

118 

Wheat-flour. 

Hulls of peas, with molasses. 

Bran ana molasses. 

Pea hulls and bran. 


A. W. Rehnstrom {Eng. Pat.y 14,970, 1889) described a substi- 
tute for coffee prepared by boiling down whey or milk in a vacuum to 
a pasty consistency, forming the product into cakes, drying it below 
100°, cutting it into pieces the size of coffee-beans, and roasting. 

L. Jaunnes, in 1891, examined a factitious coffee consisting of acorns 
and cereals.* 

An imitation coffee examined by J. Konig {Zcilsch. angew. Client. y 
1888, I, 630) closely resembled real coffee in appearance, but all the 
berries were precisely the same shape. Under the microscope, wheat- 
starch was detected, and Konig concluded that the article consisted of 
roasted wheat dough of low quality. E. Fricke {Zeilsch. angew. 
Chem.y 1889, 2, 310) has described a factitious coffee containing 
caffeine, and apparently made from lupine-seeds. K. Portele {Chem. 
Zentr.y 1890, 61, 135) has described factitious coffee-beans sold 
under the name of “Kunst Kaffee.” The following were the com- 
positions of the samples referred to above: 



1 

Portiile 

j KOnig 

h^ncke 

Moisture 

I 46% 

1 13.93% 

3.86% 

S. 14 % 

(Analysed after drying.) 

Proteids 

10 . 75 % 

3.19% 

17.90% 

Pat 

2.03% 

64.ot% 

1 15.83% ! 

76.76% 

3.96% 

Cellulose 

10.83% 

Caffeine 

0.07% 

, o. 9 A% 

Ash 

j 3.53% 

1.20% 

' 2 27% 


101.63% 

100.00% 

100.00% 

Matter soluble in water 

1 31 . 53 % 

29.28% 

24.85% 



I The writers have found a sample of factitious coffee to consist of roasted maize, polished 
and glased. 
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R. Wolff enstein (Zeitsch. angew. Chemie, 1890, 3, 84) has described 
two varieties of factitious coffee, respectively known in Germany as 
Domkaffee and Allerweltkafee. Both preparations were entirely 
destitute of caffeine. One consisted practically of chicory, while tire 
other contained large quantities of lupines. From the latter spec'men 
Wolffenstein isolated a brown colouring matter having the spectro- 
scopic and chemical characters of Cassella-broam, It was soluble in 
alkalies and in water, but was completely precipitated from its solu- 
tions by hydrochloric acid. 14 grm. of the sample extracted with 
water and precipitated with acid yielded 1.67 grm of the colouring 
matter. 

Factitious coffee-beans are, with very rare exceptions, heavier than 
water, while genuine roasted beans are invariably lighter, unless much 
over-roasted. In taking the sp. gr., 20 beans should be immersed in 
brine, which is then diluted with water till 10 of the beans float and 
the remainder sink. The result shows the average density; but indi- 
vidual factitious beans often vary considerably from the mean. 

In genuine coffee-beans a portion of the fine membrane or “parch- 
ment” with which the berries were invested will almost always be 
found adhering in the cleft. The microscopic structure of the bean, 
as seen in a thin section, or of the powder affords a certain means of 
recognising its nature. Most factitious beans contain starch, which 
is entirely absent from genuine coffc'c. Chicory and other roots are 
readily recognisable by the microscope. The methods used for the 
examination of ground coffee may also be applied. 

G. Wurtz {Zeitsch. NaJir. Gennssm.y 1898, i, 248) has called atten- 
tion to the practice of washing coffee beans, colouring and drying in 
a centrifugal machine with fine sawdust. By tliis means the furrows 
are filled with wood powder, making them a fine white and enhancing 
the value of the beans. 

Dangway beans, the seeds of Cassia tor a or C. Occident alisy abundant 
in British Burmah, have been prepared and patented as a substitute 
for coffee {Eng. Pat.y 15,564, 1888). In Germany, the ground and 
roasted seeds have been sold under the name of “Mogdad coffee,” 
and it is said th'at a smaller proportion than 20% in coffee cannot be 
detected either by the taste or the appearance of the sample. Dang- 
way beans leave about 10% of ash on ignition, and have a character- 
istic microscopic appearance which has been described and illustrated 
by A. Wynter Blyth {Food; Composition and Analysis). They sink 




Fio. 4.— Coffee. I., portion of the seed coats, surface view; par., rollapsed 
parenchymatous tissue; scl. c., sclerenchymatous cells; i/., vessel, X 2 20. II., trans- 
verse section of outer part of endosperm, ep,, epidermis, X 220. III., embryo of 
seed; cot., cotyledon; rad., radicle. IV., sections of seed; cot., cotyledon; end,, 
endosperm; raid., radicle. (Greenish.) 
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very rapidly in water and colour brine more intensely than do coffee 
beans. Dangway beans contain a tannin distinct from caffetannic 
acid. They are destitute of caffeine, but O. Hehner has detected a 
minute quantity of some other alkaloid. 

The use of Mussaenda Borbonica seeds, to be mixed and roasted 



Flc. 5. — Chicory Root. I, transverse section; lat., laticiferous vessel; nt.r.p 
medullary ray; ph., bast; v., vessel; x.par.y wood parenchyma. II., radial section 
of vessels. lU., latidfcrous vessel isolated by maceration with pot^h. X320., 
(Greenish.) 


with coffee-beans or entirely substituted for them, has also been 
patented (Eng. Pat., 14,945, 1888). Investigations at Kew Gardens 
show the supposed Mussaenda seeds to be really those of Gesrtnera 
vaginata. They contain no caffeine. 
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The beans of a species of Phaseolus are reported by E. Fricke to be 
roasted, ground, and sold as Congo coffee.” The berries are very 
large — 214 filling a 100 c.c. measure — and of shining black colour. The 
infusion is very astringent and contains no caffeine or other crystallis- 
able alkaloid. 

To distinguish lupine-seeds from coffee-beans, Hager treats 3 grm. 
of the powdered sample with 20 c.c. of water and filters after half an 
hour. The filtrate from genuine coffee will be feebly yellow and not 
taste in the least degree bitter, while in the presence of lupine-seeds a 
marked bitter taste will be observed. 

Bertarelli {Zeitsch. Nahr. Genussm.y 1900, 3, 681) pointed out that 


sch s 



Fig. 6 — Chicory Root, radial section of cortex, bp, bast parenchyma; m, 
medullary ray ; cortical parenchyma; laticiferous vessels. X160. (Moeller.) 

roasted coffee has been soaked in a 5% solution of borax by which 
means sonje of the moisture lost during roasting is absorbed The 
borax introduced in this way is too small to increase the ash notably 
and it is therefore desirable to test for borax when £ roasted coffee is 
found to contain a high proportion of moisture. Morpurgo has 
called attention to the artificial colouration of coffee berries. He 
found coffees coloured by mixture of graphite, bone black, soot, ultra- 
marine, Prussian blue, lead chromate, tannate or iron, yellow ochre, 
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ch.3,Ik) talc and anlinc colours. Some samples were found to be 
polished with wax, resin and sandarac. The colour and appearance 
of the berries when examined with a lens will frequently indicate such 
sophistication. 

According to L. Pad^ {Bull, Soc, Chim., 1887, 47 » 501), raw coffee 
which has been damaged by sea-water is sometimes washed, decolour- 
ised with lime-water, again washed, dried rapidly, and coloured either 
by slight roasting or by dyeing with azo-oranges. By such manipula- 
tions, green Santos coffees are said to be increased 25% in value, and 
made to pass for Java growths. E. Waller states that South American 
coffees are often exposed to a high moist heat, which changes their 
colour from green to brown, in imitation of Java coffee. He found 
coffee-berries coloured with Scheele’s green, yellow ochre, chrome- 
yellow, burnt umber, Venetian red, etc. When possible, such facings 
should be detached by agitating the berries with cold water and 
examining the sediment. Organic colouring matters can be detected 
by soaking the berries in alcohol, which is not coloured by genuine 
coffee. On evaporating the alcoholic solution to dryness, and taking 
up the residue in water, a solution will be obtained which will give 
the characteristic reactions of the coal-tar dyes. 

The sp. gr. of 24 samples of genuine raw coffee-berries was found 
by Fade to range from 1.368 to 1.041, while the density of the same 
samples, after roasting in the ordinary manner, varied from 0.635 
0.500. Raw coffee which is lighter than water may be suspected of 
having been damaged by sea-water or other means, and subsequently 
washed and improved in colour by partial roasting. 

The sp. gr. of coffee-berries is ascertained by Pad6 by a special 
apparatus described in his paper. In the case of unroasted coffee, 
the gravity can be readily observed by immersing a few of the berries 
in saturated brine, which is then diluted with water till the coffee 
remains suspended in the liquid, the sp. gr. of which is then taken. 
With roasted coffee, the brine must be replaced by the very lightest 
gasoline, the density of which can be increased if necessary by the 
gradual addition of ordinary kerosene. Another plan of ascertaining 
the sp. gr. of coffee-berries is to introduce as many as possible into a 
tared 50 c.c. fla^ or other vessel of known capacity. The weight is 
then ascertained, and the flask filled to the mark with mercury. The 
weight is again observed, when the increase will be the weight of 
mercury required to fill the interstices between the berries: 
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According to J, Konig {Zeitsch. angew. Chem.j 1888, i, 630) coffee 
is often roasted with an addition of glucose-syrup, which makes the 
decoction look stronger and causes the berries to hold an additional 
7% of water. L. Pad^ states that roasted coffee-beans can be made 
to take up nearly 20% of water by steaming them and coating them 
with glyberin, palm-oil, or vaseline to prevent evaporation. The sp. 
gr. of the berries is thereby raised to 0.650-0.770, and hence is sensibly 
above 0.635, which is the maximum figure for genuine roasted 
berries. 

Van Hamel Roos {Revue Intern, des Pals., 1890-1, 4, 166) has 
called attention to an ingenious method of sophisticating coffee-berries. 
A sample examined by him had the microscopic structure of genuine 
coffee, but showed an almost entire absence of fat globules, and gave 
an ether-extract of less than 1% (instead of 12 to 14). Roos suggests 
that the berries had been used for preparing coffee-extract, and then 
re-roasted with addition of a little sugar. 

As a coating for coffee, T. W. Moore patented {Eng. Pat., 5033, 
1889) a mixture of milk or condensed milk, ground or powdered glue, 
** liquid glycerin,*^ and refined lard; with the addition in some cases of 
bicarbonate of soda, fine salt, and vinegar 1 

Grotind Coffee. — Besides the foregoing sophistications and substi- 
tutions of the coffee-bean, ground coffee is liable to various adultera- 
tions. Wallace {Analyst, 1884, 9, 42), names the following articles 
as used for adulterating coffee: Chicory, caramel, dried and roasted 
figs, dried dates, date-stones, decayed ship biscuits, beans, peas, acorns, 
malt, dandelion root, turnips, carrots, parsnips, and mangold- wurzel. 
Some of these can be tolerated when practised in moderation, provided 
that the fact and proportion of admixture are duly acknowledged; but 
it must be remembered that all these additions, including chicory, the 
least objectionable and by far the most widely used, are destitute of 
the volatile oil and peculiar alkaloid which give to coffee its most 
valued properties. The diminished consumption of coffee in England 
is doubtless largely due to the frequency and extent of its sophisti- 
cations in the past. 

The chief adulterants likely to be met with in ground coffee are: 
1. Mineral matters; 2. roots, such as chicory, dandelion, turnip; 3. 
seeds and seed-products, such as beans, acorns, and cereals; and 4. 
saccharine matters, such as caramel and roasted dates and figs. 

In Bulletin No. 29 of ^e Laboratory of the Inland Revenue Depart- 
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xnent, Canada, T Macfarlane, states that: There are, moreover, 
large quantities of a substance imported under the name of essence of 
coffee, for adulterating purposes, which is a species of burnt sugar, and, 
from its containing dextrin, is probably made from some of the bye- 
products of the glucose factories. It costs in New York and Phila- 
delphia from 3 to 5 cents per lb. As it possesses no organic structure 
it is apt to be overlooked in the microscopical examination. It contains 
about 75% of matter soluble in water, which has great colouring power, 
and a little of it is capable of imparting a strong brown coffee colour 
to water.” 

Caramel^ when added as such, may often be distinguished under a 
low microscopic power by the jet-black colour of the particles. These 
dissolve easily in water with intense brown colour, and the solution has 
a bitter taste. 

A factitious caramel has been manufactured by adding to glucose 
about 1/8 of its weight of a brown coal-tar dye, Naphthol Brown. 

A useful preliminary test for ground coffee consists in gently strewing 
some of the powder on the surface of cold water. The oil contained 
in coffee prevents the particles from being readily wetted by the water, 
thus causing them to float. Chicory and the majority of coffee adul- 
terants contain no oil, and their caramel is very quickly extracted by 
*the water, with production of a brown colour, while the particles them- 
selves rapidly sink to the bottom of the water. On stirring the liquid, 
coffee becomes tolerably uniformly diffused without sensibly colouring 
the water, while chicory and other sweet roots quickly give a dark 
brown, turbid infusion. Roasted cereals do not give so distinct a 
colour. 

According to A. Franz {Arch. Pharm., 1876 [w], 8, 298), if 2 c.c. 
of a 10% infusion of coffee in boiling water be treated with 0.3 c.c. of a 
2.5% solution of cupric acetate, and the liquid filtered, a greenish- 
yellow filtrate is obtained. If chicory be similarly treated, a dark red- 
brown filtrate results, the colour of which changes on standing. 10% 
of the adulterant can thus be detected. 

The colour of an infusion of chicory is said to remain unaltered on 
addition of a solution of ferric chloride or sulphate, while the brown 
colouring mafter of coffee infusion turns green, and is partially pre- 
cipitated as bluish-green flakes. In an infusion of mixed chicory and 
coffee, the reagent forms a precipitate, and leaves the liquid more or 
less brownish-yellow. The deposition of the precipitate is facilitated 
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by rendering the liquid slightly alkaline by ammonia {Dingier' s polyt 
J.y 1874, 2H, 78). 

Albert Smith {Pharm. 7., 1880 [iw], ii, 568) recommends, for 
the detection of chicory in coffee, that 10 grm. of the sample should 
be boiled with 250 c.c. of water, and the liquid strained and precipitated 
with a slight excess of basic lead acetate. On allowing the precipitate 
to settle, the supernatant liquid will be colourless if pure coffee has 
been under treatment, but in presence of chicory will be coloured to a 
greater or less degree according to the proportion present, which can 
be estimated from the depth of tint by a process similar to that of 
nesslerising water. 

The three foregoing tests are occasionally of service for the examina- 
tion of infusion of coffee when the solid article is not available, but they 
cannot be regarded as so satisfactory as the actual recognition of the 
adulterant by the microscope. 

Tatlock and Thomson {J.Soc, Chem. Ind.j 1910, 23, 138) give an 
analysis of chicory for comparison with coffee. Their results are as fol- 
lows: 75.8% water extract, 1.9% of soluble ash, 2.0 of insoluble ash and 
2.73% of oil, and 4.8% moisture. The cupric reducing power of a 10% 
extract was 24.2 as compared with 0.6 for roasted coffee. The great 
majority of seeds likely to be met with in coffee contain a notable quan- 
tity of starch. This is true of beans, peas, acorns, and all cereals and 
products therefrom. Hence if starch be absent, the freedom of the 
coffee from all this class of adulterants is certain. If present, the 
nature of the admixture can usually be ascertained by a microscopic 
examination of the prepared sample. For this purpose the coffee 
should first be exhausted with ether to remove fat, and then treated 
with alcohol to dissolve the colouring matter. In the residue, the starch 
and other structures will be readily perceptible. 

For the detection of starch, Allen boils the coffee for a few minutes 
with about 10 parts of water. When the liquid has become perfectly 
cold, some dilute sulphuric acid is added, and then a strong solution of 
potassium permanganate dropped in cautiously, with agitation, till 
the colouring matter is nearly destroyed, when the liquid is strained or 
decanted from the insoluble matter. On now adding a solution of 
iodine to the solution, a blue colouration will be produced if any 
starch be present. As little as 1% can be readily detected in this 
manner. 

Some operators employ animal charcoal for decolourising the coffee 
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infusion before testing for starch. The addition of starch-holding 
adulterants to coffee is rare in the United Kingdom, but in the United 
States and Canada is very common, the adulterants there found includ- 
ing wheat-flour and bran, buckwheat, barley, maize, peas, pea-hulls, 
etc. In 1875 3 . large seiAire was made in the East of London of a 
mixture of 10% of coffee with 90% of roasted acorns. Roasted acorns 
were first placed before the English public as ^‘Pelotas coffee,^* and 
subsequently as ** coffee surrogate,” but the manufacture of both these 
preparations was stopped by the Excise Authorities. 

The insoluble matter remaining after treating the coffee with water 
and decolourising with permanganate can be advantageously examined 
under the microscope for chicory and other non-starchy additions, the 
structure of which is more readily observed after the removal of the 
colouring matter. 

F. M. Rimmington (Pharnt. /., 1880 [m], 11, 529) recommends, 
for the removal of colouring matter, that the sample of coffee should 
be boiled for a short time with water containing a little sodium carbon- 
ate. After subsidence, the liquid is poured off, the residue washed 
with water, and then treated with a weak solution of bleaching powder 
until decolourisation is effected, which usually occurs in a to 3 hours. 
The real coffee will then form a dark stratum at the bottom of the 
bestker, and the chicory a light and almost white stratum floating 
above it, showing a clear and sharp line of separation. 

Under the microscope, chicory is readily recognised by the peculiar 
dotted appearance of the vessels, often occurring in bundles, and by 
the characteristic app)earance of the large cells. Dandelion, turnips, 
and other sweet roo^s present a close similarity to chicory, and can 
only be safely distinguished therefrom by careful microscopic com- 
parison of the sample with the actual roots in question. 

The microscopic appearance affords the only certain means of iden- 
tifying chicory and other roots in coffee, and the same statement^ 
applies to saccharine fruits, such as roasted figs, dates, raisins, etc. 
The adulterants of coffee are best examined as transparent objects 
under a moderate |>ower, and, except where starch is to be identified, 
by unpolarised ligl^t. 

The nature of an adulterant of coffee having been ascertained by the 
aid of the microscope or other means, an attempt may be made to 
deduce the proportion present from the chemical composition of the 
sample. When only one adulterant is present, this may sometimes be 
VOL. VI.— 43 
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effected with a fair approximadon to accuracy; but even in the case of 
chicory it is not always possible to ascertain the proportion within a 
somewhat wide limit. 

Commercial chicory is prepared from the root of Cichorium itUybus, 
which is cut into slices, kiln-dried, and then roasted in the same manner 
as coffee, usually with the addition of a small proportion of fat of some 
kind. The preparation and use of roasted chicory appears to have 
originated in Holland about 1750. A. Mayer (Bied. CefUral.j 1885, 
828) gives the following as the composition of 3 samples of Dutch 
chicory root: Water, 72.0 to 77.3%; albuminoids, i.i; fat, 0.2; 
inulin and other non-nitrogenous matters insoluble in alcohol, 12.0 
to 17.3; crude fibre, 1.4 to 1.8; sugar, etc., 5.0 to 6.0; bitter extract, 
0.0$ to 0.15; and ash, 1.4 to 1.9%. Mayer foimd the bitter sub- 
stances extracted by chloroform to be soluble in water and alcohol, 
insoluble in ether, and absorbed by bone-charcoal. They were 
decomposed by boiling with dilute sulphuric acid, but did not by 
such treatment yield any substance capable of reducing Fehling^s 
solution. 

A. Petermann {Bied. Central.^ 1883, 843) gives the following 
results of analyses of 2 samples of roasted chicory, one of which 
was coarsely and the other finely ground. The ash was somewhat 
higher than usual, but was perfectly white. The fat shown was 
probably not all natural to the chicory, as the proportion recorded is 
largely in excess of that found by other observers. The water also 
is much above the usual proportion in recently roasted chicory (5 to 7%, 
and the albuminoids below the usual range (8.75 to n.50. — O. Hehner). 



Coarse grains 

Fine powder 



16.96' 
83.76 1 




1 Soluble in 


9.63 

Albuminoids 


I 

i 

Colouring matter and bitter extractive 

16.40 

a.s8 

4.58 

17.59 
a. 55, 
5.89 
a. 98 

- 57 . 96 . 

Ath in soluble portion 


Ash in insoluble portion 

Insoluble in 

Albuminoid 

Pat 

S- 7 I 
xa .3a 

hot water 

C^lulose 

13 37 

— 26.14. 





Bernard Dyer {Analyst^ 1898, 23, 226) gives the following analyses 
of chicory: 
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Total 
matter 
insoluble 
In water 


Ethe* 

re^ 

extract 


Chicory "nibs,” described as 
" medium roast." 

Chicory "nibs," described as 
"dark roast." 

Ground chicory 

Ground chicory 

Ground chicory 

Ground chicory 

Ground chicory 

Ground chicory 

Ground chicory 

Ground chicory 

Ground chicory 


39.40 
SO. 30 

99.97 

91.50 

35. so 
37.80 
99.77 

99.50 
»3.SO 
99.50 
99.63 


*•57 
a. 43 


9.17 
1.90 
3.43 
3.87 

3.17 
3.67 
9.60 
9.60 
a. 57 


Nitro< 

gen 

Total 

ash 

Ash 
soluble 
in water 

Sand 

*•53 1 

4.63 

9.50 

0.70% 

1.67 

4.70 

9.99 

0.30% 

1.33 

5. 53 

9.43 

*43% 

1.34 

5.93 

9.07 

1.43% 

1.50 

5. *3 

a. 57 

0.77% 

i.Sa 

8.93 

X .60 

3.97% 

1.95 

5.13 

3.30 

1.60% 

I . *3 

5.73 

3.33 

1.63% 

1.99 

1 5.63 

a. 97 

x.47% 

I . 99 

5.33 

3.90 

1.47% 

X .99 

5.70 

9. 60 

1.47% 


The above results are calculated on the dry substance, the percent- 
age of moisture in the sample ranging from i to 4%. 

J. Wolff {Analyst, 1899, 4, 157, 187) shows a mean of 6.1% of 
inulin in 6 roasted chicorys. 

The following analyses by C. Krauth {Ber., 1878, ii, 277) give 
some comparative figures for coffee and its more probable adulterants. 
Except in the case of the last column, the results apply to the substances 
previously dried at ioo°: 





Sugar 

Soluble 

in 

water 

Insol. 

in 

water 

Moisture 

in 

undried 

sub- 

stance 


Ash 

Fat 

Before 

hydrol- 

ysis 

After 

hydrol- 

ysis 

Coffee, roasted, s 
samples. 

4.19 
to 6.38 

11.76 
to 15.6 

0.9 

34.39 

39.47 
to 95.31 

74.79 
to 77.53 

X.47 
to 4.37 

Chicory, roasted 

10.83 

I . 15 

93.40 

93 . 14 

65.49 

34.58 

4.30 



Chicory, unroasted . . . 

5-35 

0.43 

93.84 

Not de- 
termined 

78.71 

91.98 

6.89 

Rye, roasted 

a . 43 

X .68 


75.37 

31.99 

68.07 

0.98 




Wheat, mai^ted .... 

1.80 

9.75 



59.65 

47.35 






Coffee, with xo% rye. 

4.3* 

14.16 

BEI 

99.65 

35.98 

74.46 

9. 15 

Coffee, with 10 %• 
wheat. ^ 

5.X0 

19.55 

9.30 

93.15 

30.63 

69.36 

9.30 


The following analyses by Kdnig show the composition of certain 
adulterants of coffee: 
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Chicory 

Pigs 

Acorns 

Rye 

Water 

IS . i6 

6 .09 
a .05 
15.87 
46.71 

1 1 .00 
6.13 

63.05 

18.98 

4.35 

a. 83 

34.19 
39. IS 
7.16 
3.44 
73.81 

12.85 
6.13 
4.61 
8.05 
63.00 
4.98 
a . 13 1 

15.33 

11.84 

3.40 

3.9* 

5 S .37 

IW 

45.11 r 

Nitrogenous matters 

Pat 

Sugar 

Other non-nitrogenous matters 1 

Cellulose 

Ash 

Matters soluble in water 


The following table shows the published results of analyses of 
coffee substitutes said to be manufactured respectively from acorns, 
rye, and barley: 


• 

“ Acorn 
coffee" 

" Rye cof- 
fee substi- 
tute" 

" Barley 
coffee 

" Barley 
coffee 




A. 4? 

6.41 


6.13 

11.87 

3.91 


9.38 

3.35 

10.56 

1.04 

Pat 




8.01 

1 1 


Starch 

8 34 

49 SI 

9.83 

9 . 78 



68.38 

Dextrin 

>63.00 


70.13 

Othwr Tion-nitrogenoiis matters 




Cellulose 

4.98 

3.03 


4.2s 

10.56 

3 .04 

Ash 

4 . 54 


Matters soluble in water 

61.33 


34.37 

67.19 

Glucose formed by boiling with dilute sul- 
phuric acid. 

. 


69 38 





The “acorn coffee” was analysed by Konig, who found from 20 
to 30% of starch and 6 to 8% of a variety of tannic acid. The “ rye 
coffee substitute” was prepared by Behr Bros. The analyses of 
“barley coffee” are by C. Komauth. 

Moscheles and Stelzer have published complete analyses of several 
coffee substitutes {Chem, Zeit.y 1892, 16, 281). One of these con- 
tained lupines (which they consider a very reprehensible addition), 
and another was destitute of coffee, but contained 0.31% of caffeine, 
due to the presence of powdered kola-nut. 

The tinctorial power of the infusion was suggested by Graham, 
Stenhouse and Campbell (/. CJiem, Soc., 1857, 9, ^6) as a means 
of determining adulterants in coffee. They found that the depth of 
colour of the liquid obtained by infusing coffee and its adulterants in 
2,000 times their weight of boiling water varied remarkably, caramel 
giving about seven times and chicory about 3 times as deep a colour as 
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coffee. ‘ But their experiments showed that 4 different samples of 
pure coffee varied in tinctoral power between 143 and 183, as com- 
pared with caramel as 1,000, and no doubt samples of chicory would 
be found to present at least as great difference in colouring power, 
according as they happened to be lightly or strongly roasted. Never- 
theless, Allen found {Chem. NewSj 1874, 29, 140) that the tinctorial 
power of an infusion of mixed samples of chicory was almost exactly 
3 times that of an infusion of average or mixed coffee, and that differ- 
ent samples of chicory did not very more than from 2.8 to 3.2 in colour- 
ing power when compared with the same sample of coffee. In order 
to estimate the proportion of chicory in a sample of coffee mixture, a 
standard mixture should be prepared by mixing together several 
representative samples of genuine ground coffee with an equal weight 
of mixed chicory.* i grm. of this standard coffee mixture (containing 
50% of coffee), and the same weight of the sample to be tested, are 
boiled for a few minutes with 20 c.c. of water. The liquids are cooled 
and passed through a double filter, the insoluble portions being 
repeatedly boiled with fresh quantities of water till no more colour is 
extracted. The solution of the standard mixture is then made up 
with water to 200 c.c., and the solution of the sample to 100 c.c. 10 c.c. 
of this latter liquid is poured into a narrow graduated tube, and some 
of the standard solution into another tube of exactly equal bore. If 
the sample consists of pure coffee, the 2 liquids will now be of exactly 
similar tint; but if chicory be present, the solution of the sample will 
be the darker, in which case water is gradually added till the tints are 
precisely equal. When this point is attained, the volume of the sample 
solution is observed. Every i c.c. of water added represents 5% of 
chicory in the sample. Thus if the liquid measure 17 c.c., the sample 
contains 35% of chicory. 


» The followias are the relative amount* of various roasted substances found by Graham, 
Stenhouse, and Campell to impart an equal depth of colour to the infusion; 


Caramel i.oo 

Mangold wurzel 1.66 

Black malt 1.83 

White turnips 2.00 

Carrots /. 2.00 

Chicory, darkest Yorks 2.32 


Parsnips 3.50 

Maize and rye 2.86 

Dandelion root 3.33 

Red beet 3 . 33 

Bread raspings 3 -64 

Acorns 5- 00 


Coffee j 

White lupin-seed. 
Beans and iieas. . 

Spent tan 

Brown malt 


.46 to 6.95 
10.00 

13.33 

. • . 33.00 
. . .40.00 


• If the standard coffee mixture be kept, it undergoes a change which modifies, even In 
a dry state, the colour of the infusion. A permanent standard of the right tint can be made 
by mixing solutions of ferric, cobal^ and copper sulphates in proper proportions. The 
yellowish^rown glass employed in Lovibona s tintometer for the colorimetric determi- 
nation of carbon in steel can also be employed as a standard, if its value be previously 
ascertained. The tints are best observed by placing a piece of wet filter-paper behind 
the.tubes while they are held up to the light. 
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J. R. Lcebody {Chem. News, 1874, 30, 243) has described a similar 
method, but, instead of observing the colour of the solutions trans- 
versely, he dilutes the solution from i grm. of the coffee to 700 c.c., 
and observes the colour from above, as in nesslerising water. 

The observation of the infusion-colour is occasionally very useful 
as an indication of the presence of caramel added as such, since in 
that case the colour will be greatly in excess of the proportion of 
chicory or other adulterant as deduced by other methods. 

In view, however, of the wide variations in tinctorial power of coffee 
and its adulterants, the colorimetric methods are of very limited 
application; but may be occasionally of value as a confirmatory test 
when adulteration has been otherwise detected. 

Coffee extracts are prepared with limited success by subjecting 
roasted coffee to treatment with boiling water or steam and adding 
the volatile products to the aqueous extract. Generally, the product 
is deficient in caffeine, and does not contain all the extractive matter 
of the coffee; nor, when diluted with the appropriate amount of water, 
is the colour the same as that of the freshly-prepared liquid. To 
remedy this defect caramel is often added, together with strong alcohol 
as a preservative. In one patent, addition of chicory and sugar is 
prescribed. The following results were obtained by A. Domergue 
(/. Pharm, Chim., 1892, 25, 243) by the examination of 6 samples 
of coffee extract: 



Water 

Extract dried at 
loo'’, % 

Caffeine, 

% 

Ash, 

% 

A 

86.3 

13.7 

0.106 

o.6t 

B 

83.4 

17.6 

0. los 

0.79 

C 

58.99 

41.01 

0.060 

4.30 

D 

73.8 

37.3 

0.040 

3.10 

E 

69.9 

30.1 

0.050 

1.40 

P 

80.74 

19.36 

1 

0.096 

1.83 


Samples A and B were prepared in the laboratopr. C, D, and E 
were coloured with caramel. Domergue regarded the proportion of 
caffeine as the best indication of the value of a coffee extract. 

The Lancet (1894 [n], 43) gives the following results of analyses of 
coffee and coffee and chicory extracts and essences: 





ANALYSIS OF COFFEE AND COFFEE MIXTURES. 679 


Sample 

Dried ex- 
tract 

Caffeine 

Mineral 

matter 

Description 

Standard infiision 

a. 10 

o.a6 

0. ii 

10% infusion of beet mocha. 

t 

60.30 

1. 17 

a. so 

Pure extract. 

3 

83. ao 

0.58 

a . 30 

Pure extract. 

4 

19 <00 

0.87 

a . ao 

Pure essence. 

6 

67.40 

335 

10.00 

Pure extract. 

8 

67.60 

1 .00 

3.30 

Pure extract. 

10 

31.6a 

0.46 

I . ao 

Pure essence. 

XI 

38.60 

0.44 

1 .36 

Pure essence. 

X 4 

40.70 

1.35 

3.9a 

Pure essence. 

9 

83.40 

t 0-30 

1.50 

Coffee and chicory. 

5 

73.00 

o.a3 

1. 8s 

Coffee knd chicory. 

II 

36.10 

0.31 

0.80 

Coffee and chicory. 

9 

64. 10 

0.47 

a. IS 

Dandelion coffee essence. 


At a dilution of 2 teaspoonfuls to a cup of 10 ounces (which dilution 
is somewhat less than that generally recommended by the makers), i 
only of the extracts yielded a liquid closely resembling in appearance, 
flavour and analytical data a genuine coffee infusion. It is noteworthy, 
moreover, that this extract (No. 6 above) was described as a very con- 
centrated and expensive product, prepared especially for confectioners. 

Moor and Priest {Analysty 1899, 24, 281) in 10 samples obtained 
figures in fair agreement with those given above. In their opinion 
the low caffeine contents are due to unavoidable loss during manu- 
facture, owing to the caffeine being precipitated as an insoluble 
tannate, which, they state, may sometimes be seen at the bottom of 
the bottle. 


Tatlock and Thomson {loc, cil.) give the following figures for coffee 
and chicory essences, mixed with sugar: 



Coffee and chicory essences 



1 

I ! 

a 

(French) 

Caffeine 



0.7 

CrystalUsable sugar 

3 ^ 

ia.9 

16. 3 

39 7 


Uncrystallisable sxigar 

Other organic matter 

10 . X 

1 40.0 

Aah 

30 7 

1^6^ 


Water 

3 3 

. 56.0 



3a . 4 


Utilising their observation that, whatever the degree of exhaustion 
of the coffee, the caffeine and mineral matter bear the same relation 
to the total extsact, Tatlock and Thomson conclude that these 3 
extracts are equivalent to 17, 27 and 57% respectively of dry coffee. 

According to Allen, notable proportions of tin and copper have been 
detected in coffee extracts and essences. 

It may be interesting to note that Cla3rton {Analystj 1897, 22, 172) 
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has estimated the caffeine in ii samples of coffee infusion supplied in 
London “ Coffee-palaces.” He found proportions ranging from 0.014 
to 0.039%, wi^ ^ mean of 0.026%. A 10% infusion of coffee yielded 
0.12%. Hence the strength of the infusions examined ranged from 
I to 3 parts of coffee per 100 parts of water. 

Kola. 

The Gourou or Kola-nut, from a tree belonging to the family 
SierculiacecBf is chewed and used for preparing a beverage in Western 
Africa, by the negro inhabitants of the West Indies, Brazil, etc. 

Kola-nuts are oblong, 3 forming a ball fully 2 in. in diameter, and 
resembling a very large horse-chestnut. Those imported from Trini- 
dad and the West Indies are often not much more than half this size. 
The individual nuts have a rugged, dark brown surface. Inside they 
are light brown, becoming rusty on exposure, and tough as wood. When 
fresh the taste is first sweet, then astringent, and finally bitter. After 
drying the bitterness diminishes. 

Various other African plants yield seeds closely resembling the true 
Kola. Of those used to adulterate Kola, only two, according to the 
analyses of Heckel and Schlagdenhauffen, contain caffeine, viz., Cola 
Ballay nut, 1.05%, and Cola GaborensiSy 0.26%. 

From the nut of Sterculia or Cola acuminatay the female or true Kola, 
Heckel and Schlagdenhauffen {Pharm. J., 1883 [Hi], 14, 584) 
obtained the following products: 



Caffeine, 

*•348% 

Extracted by 

Theobromine, 

0.023% 

Chloroform; 

Fats, 

0-585% 


Tannin, 

0.027% 


Tannin, 

1-591% 

Extracted by 

Kola red, 

1.291% 

Alcohol: 

Glucose, 

*-875% 


Salts, 

0.070% 


Starch, 

33-754% 


Gum, 

3-040% 


Colouring matters, 

■. *-561% 

Undissolved: 

Proteins, 

6.761% 


Cellulose, 

*9-830% 


Ash, 

3 - 3 * 5 % 


, Water, 

• 11-919% 
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Uffelmann and Bomer {Zeit. angew,, Chem,^ 1894, 71, 710) give the 
following mean composition of 10 samples, ranging in price from 
4/- to 20/- per lb. 


Water, 

13-35% 

Total nitrogen. 

I - 53^0 

Protein, 

5-91% 

Caffeine and theobromine, 

2.08% 

Ether extract. 

1 - 35 % 

Starch, 

45 - 44^0 

Tannin, 

3 - 79 % 

Cellulose, 

7 - 01 % 

Other nitrogen-free extractive matter, 

18.21% 

Mineral matter. 

2.90% 


Knox and Prescott (/. Amer. Chem, Soc.f 1897, 19, 63) have 
estimated the moisture and the total alkaloids, free and combined, 
in I sample of dried and in 4 samples of fresh kola seeds. They con- 
sider that discrepancies in analyses published hitherto are to be 
attributed to incomplete liberation of the caffeine from its state of 
combination and to faults in the method of estimating the alkaloid. 
They employed Gomberg’s volumetric method for estimating the 
caffeine (page 612). 

The following table shows their results: 




Fresh Kola 



Dried Kola 

Sample 

Mois- 

ture 

% 

Free 

alka- 

loids 

% 

Com- 

bined 

alkaloids 

% 

Total 

Free 

alka- 

loids 

% 

Com- 

bined 

alkaloids 

% 

ToUl 

% 

No. X. Dried Kola, mixed. 

6.16 




1 .859 

*.783 

3.64* 

Dried Kola, mixed, II. 





1.838 

1.836 

1 .809 

3.664 

3.653 





1 .843 





No. a. Fresh Kola, red and 
white seeds. Average. 

S 3. 9 

0-534 

0.884 

1.418 

1 1.158 

i 

1 .933 

3.080 

No. Fresh Kola, red and 
white seeds.very mouldy. 
Average. / 

53.9 

0.569 

0.854 

1 - 4*3 

1 ».a 3 S 

i 

1.854 

3.089 

No. 4. Fresh Kola, white 
se«ls. Average. 

Sl.» 

0.578 

I. 018 j 

1 

1.596 

X.186 

2.08s 

3.371 

No. 5. Fresh Kola, rod 
seeds. Average, 

S 7.3 

0.478 

0.693 

X.171 1 

x.xao 

1.635 

a. 74 S 

I 
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According to E. Knebel (Apoth, ZeU., 1892, 112), Kola-nuts contain 
a glucoside, Kolanin^ which on boiling with water, or by treatment with 
dilute acids, splits up into caffeine, glucose, and Kola-red, Cj4Hi5(OH)5. 
This last product is an extremely unstable substance, taking up oxygen 
during the drying of the nuts, with separation of water and formation 
of gallotannic acid, C14H10O6. 

Knox and Prescott (/oc. cit.)^ however, are of opinion that kolanin 
is really a mixture of the tannates of caffeine and theobromine. An 
artificial tannate of caffeine prepared by them closely corresponded 
in ultimate composition and in physical and chemical characteristics 
with kolanin from natural sources. Moreover, sterilisation, although 
inhibiting the formation of Kola-red, did not interfere with the libera- 
tion of the alkaloids. Hence they conclude that there is no evidence 
that Kola-red and caffeine are joint products of the hydrolysis of a 
glucoside. Perrot and Goris {Pharm, 1908 [w], 26, 31) 

regard kolanin as a mixture of kola red and caffeine. They state that 
it is not glucosidal and cannot be regarded as a definite constituent of 
Kola. 

Goris and Chevalier {Pharm, 1908 [iv]y 26, 31) have isolated a 
phenolic substance, kolat^in^ C8Hg04, from fresh Kola seeds, as small 
colourless crystals m, p. 148°, slightly soluble in water and readily soluble 
in alcohol, acetone and ethyl acetate. The peld obtained was 0.75% 
of the fresh seeds. Under suitable conditions of oxidation it yielded 
Kola-red. Kolatin is stated to be to a certain extent antagonistic 
physiologically to caffeine and hence the seeds, sterilised before drying, 
have an action different from that of the dried seeds in which the 
kolatin no longer exists, it having been converted into Kola-red. 

Tschirch and others have pointed out that the formation of Kola-red 
is due to the presence of a ferment in the fresh seeds and that steriliza- 
tion by heating at 80° for 30 minutes prevents the development of the 
coloured substance. 

Goris (JBtt//. Soc. Pharm. ^ 1911, 138) has also detected a second 
phenolic substance, koUuHn (m. p. 257-8°) resembling phlorogludnol 
in some of its properties. 

Theobromine is present in kola seeds in small amom^t. Knox and 
Prescott found it averaged about i . 5% of the mixed alkaloids. Accord- 
ing to Dekker {Schweiz Wochenschr-t 1902, 40, 569) the proportion is 
much higher in Kola leaves. From young leaves he obtained 0.15% 
of alkaloids which proved to be a mixture of caffeine and theobroniine 



GUARANA. 683 

in the ratio of i of the former to 2 of the latter. Polstorff found 0.25% 
of betaine in kola nuts {phetn, Zentr,, 1909, 2, 2014). 

Monaron and Perrone state that powder and extract of Kola-nuts 
have a far greater power of diminishing the elimination of phosphates 
and nitrogen than caffeine alone has. Kola-red has a diminishing 
influence, but both it and caffeine act better in their natural combina- 
tion than separately. Caffeine has a diuretic action, whereas Kola is 
anuretic. The drug prevents waste of brain as well as of muscular 
tissue. 

False Kola, Male Kola, or Kola Bitter, is the seed of Garcinea 
kola^ a plant of the family of the Guttiferce growing in Liberia and Cen- 
tral Africa. On extracting the seeds with chloroform, ether, and alco- 
hol, no caffeine is obtained, but only resins. One of these gives a 
violet colouration with ferric salts, while the other is dextrorotatory 
and precipitated by tartar emetic and basic lead acetate. The physi- 
ological action of the extract of kola bitter is attributable to these 
resins. 


Guarana. 

This product occurs in the form of cylindrical masses about 30 mm. 
thick and 10 to 30 cm. long. It is an indefinite mixture of various 
materials, of which the seeds of Paullinia sorbilis appear to be the only 
constant and characteristic ingredient. It is prepared by the Guaranis, 
a tribe of half -savage Indians on the upper Amazon. Its only interest 
is as a source of caffeine, of which is contains a notable proportion. 
Stenhouse obtained 5.04%, and F. V. Green 5.05%. E. R. Squibb 
found 4.83% {Ephemeris, 2, 615). J. H. Feemster {Pharm. i88a 
[wi], 13, 363) obtained from 3.9 to 5.0% of caffeine from 5 samples of 
guarana. The alkaloid is readily isolated in a state of purity by boiling 
the substance with water and litharge for some hours, or until the liquid 
is colourless and the deposit settles readily, concentrating the filtered 
liquid, and agitating with chloroform. M. Nierenstein (Ann. Trap. 
Med. ParasU./igiOy 4, 115) described a new alkaloid, P-guaranine, 
obtained from the seeds of P. trigonia, a variety of guarana used as a 
remedy against diarrhea in Brazil. The formula ascribed to ^-guara- 
nine is €4,114702 1N4 and Nierenstein was unable to detect caffeine in 
the guarana examined by him. 
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A valuable historical and descriptive account of guarana is given 
by P. H. Marsden {Ann. Trap. Med. ParasU., 1910, 4, 105). 

Guarana is official in the United States and many of the Continental 
pharmacopoeias. The United States Pharmacopoeia requires that it 
shall yield, when assayed by the official process, not less than 3.5% of 
its alkaloidal principles. 



COCOA AND CHOCOLATE. 


By R. WHYMPER. 

The cacao tree, Theobroma cacaOy flourishes in warm moist climates. 
It is indigenous to tropical America, and grows freely there under 
cultivation. 

The chief centres of cocoa-growing are Mexico, the Isthmus of 
Panama, Trinidad, St. Lucia, Cuba, Hayti, Jamaica, San Domingo 
and Guadeloupe ; in South America, Venezuela, Columbia, Ecquador, 
Peru and the northern part of Brazil, especially Para, are of importance. 

The cacao tree has been successfully naturalised in the Philippine 
Islands, Java, Celebes, Amboyna, in Ceylon and parts of Africa and 
Australia. 

Although the cocao seeds from different districts vary considerably 
in appearance and flavour, they do not present any sharp distinction 
in chemical composition. It is of importance to note, however, that 
the various processes practised in the different districts between the 
time of plucking and shipping are entirely responsible for the develop- 
ment of the aroma, the freedom of the seeds from earth, clay, etc., the 
moisture content, and other properties which are of economic impor- 
tance to the buyer, and which cause the beans from each district to 
have a different market value. 

The fruit of the cacao tree contains from 25 to 40 almond-shaped 
seeds closely packed in a mucilaginous pulp. 

The seeds or beans are separated from the pulp and subjected to a 
period of fermentation, either in the pulp itself, which starts fermenting 
in 24 hours, or else the seeds are packed into tubs, where, with their 
natural moisture and the small quantity of pulp adhering to them, they 
are allowed to ferment for 60 hours. The temperature generated 
during the normal progress of fermentation is, of course, a variable 
one in differen/districts, but in Jamaica it is considered a good fer- 
mentation when a gradual rise of temperature from 30® to 43®, extend- 
ing over 3 days, is maintained. 
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Th^ results of fermentation seem to be a little doubtful, though the 
practical benefits to be attained are, the conversion of the harsh red 
colour of the bean to a rich chocolate hue, the hardening of the shells, 
and the modification and improvement of the odour and flavour. 
Examination and analysis show that during the alcoholic fermentation 
of the sugars of the pulp, sufl^dent heat is generated to bring about 
hydrolysis of some of the bitter and astringent matter of the bean; at 
the same time a certain amount of mineral matter, chiefly potash and 
phosphoric acid, is removed in the liquid diffusing from the fermenting 
bean (J. H. Hart, “ Cacao, 1900, 106, and A. Preyer, “Der Tropen« 
pflanzer,” 1901, 5). 

The fermented beans are then dried in the sun or by artifidal heat, 
when they are ready for exportation. 

Some cacaos, after or during drying, are coloured with red earth 
or clay to improve the appearance. This treatment is obviously 
accompanied by increase in weight. 

The process of roasting to which the beans are next subjected is one 
of great importance and takes place between 130 and 140®, a temper- 
ature below that used for roasting coffee. 

During roasting, the aroma is developed, water and acetic add are 
expelled, the astringent properties are modified and the husk of the 
bean, which represents 8 to 14% of the entire seed, is rendered more 
friable, and in a condition to be readily removed. 

N. P. Booth and others {Analyst^ 1909, 34, 137) give the following 
tables illustrating the changes which take place in the bean during 
roasting. 


TABLE I. 


j 

Constituents 

Grenada bean (with shell) 

Trinidad bean (without* 
shell) 

Raw.% 

Roast, % 

Raw.% 

Roast. % 

Moisture 

6.3a 

3.10 

6.67 

4 -45 

Pat 

46.50 

46.96 

S 4 . 6 o 

5 S .70 

Nitrogen — .* 

1.96 

X.86 

a.i^ 

a. 3a 

Fibre 

3.60 

3.90 

a. 45 

a. 48 

Total ash 

a. 86 

3.13 

1 a. 87 

a. 73 

Siliceous matter 

O.IO 

o.ia 

0.03 

0.08 

Soluble ash 1 

x.a6 

<•44 

0.94 

0.95 

AU^nity as K«0 i 

0.68 

0.75 

0.4s 

0.43 

Cold-water extract 

X3.S0 

za.90 

ia.73 

xa.oo 
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The figures bear out the author's experience, though occasionally a 
diminution in the fat content is found, if the beans have been fiercely 
or too long roasted. 

The roasted bean is cooled as rapidly as possible, being constantly * 
stirred to prevent the self-contained heat from spoiling the roast. 
When thoroughly cool the beans are passed through a “nibbing" or 
“kibbling" machine, which cracks the shell and frees the kernel, 
which by a process of winnowing and sieving is separated from the 
husk, and falls into receptacles according to its size. Crushing, mix- 
ing with sugar, flavours, etc., refining, blocking off and other details 
of chocolate manufacture follow this process but cannot be dealt 
with here. (Dr. Paul Zipperer, “The Manufacture of Chocolate," 
1902, also Auguste Jacoutot, “Chocolate and Confectionery Manu- 
facture." Whymper, “Cocoa and Chocolate," 1912.) 

An extremely large number of analyses of raw and commercial cocoas 
have been made, and, as it is essential that, the source from which the 
cocoa came should be known, all analyses of unnamed specimens have 
been excluded. The following analyses of commercial raw cocoa, 
after removal of the husk, are by Eastes and Terry {Pharm. J., 
1885 [m], 15, 764). 


Kind of cocoa 

Moisture 

% 

Fat 

% 

Theobro- 
mine, % 

Ash 

% 

H1PO4 

% 

Caracas 

4.7s 

53 65 

i . 08 

3.76 

1.36 

Carupano 

5 04 

47 ■3B 

0 87 

3-69 

» .39 

Grenada | 

5 59 

47.1a 

1 .4a 

3.81 

0.91 

GxiayaquU 

3 68 

53.97 

J .74 

3.a8 

0.8$ 

Para 

4.39 

57.07 

1 . 00 

3.09 

1.30 

Surinam 

a . 55 

53.70 

1 .4a 

a . 44 

0.85 

Trinidad (common) 

S.63 

45-71 

1 .05 

a. 79 

0.89 

Trinidad (St. Antonio) 

4 7a 

53-57 

1.94 

3 . 70 

1.15 


Ridenour {Amer. J, Pharm,, 1895, 67, 207) has published a series 
of analyses, of raw and roasted cacao beans, which do not agree with 
observations made by other chemists. Although the values for fat, 
albumen, starch and ash differ so essentially from results hitherto 
obtained that^they cannot be taken as representing the analyses of 
normal beans, they must not be discredited as inaccurate. 

Some of the most recently published analyses of nibs (roasted and 
shelled cocao) from known sources are those made by N P. Booth 
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{Analyst, 1909, 34, 143), and are thoroughly typical of cocaos from 
which the husk has been removed as far as possible by mechanical 
means. The second table shows the analyses of the husk separated 
from several of the varieties of the nibs. 


ANALYSES OF NIBS (BOOTH). 


Constituent* 

Alrican 

% 

Grenada 

% 

Gua^quil 

Trinidad 

% 

Caracas 

% 

Bahia 

% 

Ceylon 

% 

Total mineral matter.. . 
^luble mineral matter. 

Siliceous matter 

Alkalinity of mineral 
matter as KtO. 

Cold water extract 

Nitrogen 

a.S« 

0.98 

0.0s 

0.38 

11.80 

1.84 

50.20 

2.60 

1.04 

0.03 

0.55 

9.80 

2.26 

50.80 

a.94 

3.16 

1.39 

0.04 
.53 1 

11.40 

9.73 

0.9s 

0.08 

0.44 

12.00 
2.32 
55-70 
a .48 

3.94 

1.58 

0.08 

0.74 

9.68 

I .23 

0.05 

o.si 

! 

1.98 

44-40 

3.81 

1.66 

0.03 

0.67 

11.90 

2.44 

50-20 

2,36 

Pat 



Fibre 









ANALYSES OF HUSK (BOOTH). 


Constituents 

African, % 

Guayaquil %, 

Ceylon, % 

Total mineral matter 

5.63 

8.19 

6.61 

Soluble mineral matter 

3.53 

5-95 

4.78 

Siliceous matter 

1.79 

1. 45 

1 .00 

Alkalinity as KtO 

9.63 

3.36 

9-54 

Cold water extract 

20.40 

34.60 

20.70 

Nitrogen 

3.91 

9.13 

3.40 

Pat 

3. so 

5-90 

3.10 

Fibre 

15.70 

19 . 8 s 

12 80 


These tables show the content of such constituents as will enable 
the chemist to detect the presence of husk among the nibs, and include 
the analyses of nibs and husk as far as will be found usually necessary 
for practical purposes. It may, however, be required to analyse the 
bean more completely, when the following table will be found useful 
for reference; 
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Heisch {Analyst, x, 14a). 

SUpperer (“Invettintkms at Cacao aad its Preparations,” 56. 57; also ‘‘The Manufacture of Chocolate,” 33. 34). 
Ridenoor {Amtr. J. Pkarm., 1895, 67. *07). 
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Cocoa-essence, -extract, -powder, etc. 

The definition of cocoa-p^jwder as adopted by the Union of German 
Chocolate Manufacturers is “The product obtained after pressing out 
a portion of the cacao butter from roasted and shelled cacao beans. 
Soluble cacao is prepared by treatment with alkalies, steam pressure, 
water, or by some other suitable process.” 

The following table shows the analyses of several well-known 
brands of cocoa powders, made by different investigators: 

The points of importance for the analyst to observe in investigating 
the purity of cocoa powders are the presence of husk, the alkalinity 
of the ash (due to the treatment of the bean with alkalies in the prepara- 
tion of so-called “soluble” cocoas), and the presence of added starch 
and sugar. 

The relatively large amount of cocoa fat in the cocoa bean renders 
the latter too rich and indigestible for consumption by persons suffering 
from gastric affections. This circumstance has caused a demand for 
preparations of cocoa containing less fat — an end which is obtained 
by expressing a quantity of the fat from the nibs by heat and pressure, 
the resulting powder being known as cocoa-powder, -essence or 
-extract. Cocoa-powder particularly lends itself for adulteration to 
the unscrupulous manufacturer who is able to add powdered husk — 
a bye-product of little nutriment and value — starch and sugar, and 
to sell the mixture as pure cocoa-powder. Such adulterations can, of 
course, be readily detected by analysis, the methods for which are 
described later. 

There are, however, many nourishing cocoa-powders on the market 
which contain selected arrowroot and other starches, with or without 
the addition of sugar, though they cannot be said to be adulterated but 
rather improved by the addition. Such as these, provided that they are 
not sold as pure cocoa-powder, and that the presence of added starch, 
sugar, etc., is clearly notified on the package, are bought by the public 
with a full knowledge of what they contain. ‘ 

So-called “soluble” cocoa-powders are now in considerable demand 
and are the result of cocoa so treated with alkalies tha( they are readily 
miscible, in the form of an emulsion, with water or milk. (J. M. 
Albahary, Ann, Falsif.j 1910, 3, 159-165.) 

1 Bppt* coco* contains 40% cocoa, x 6 % West Indian arrowroot, 44% sugar. (Evidence 
given in case of “Gibson v. Leaper. ) 
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To give cocoa this character, it is subjected to treatment either in 
the raw or roasted state, with or without the partial removal of fat: 

a. By means of water an 4 heat, with or without pressure. 

b. With alkalies such as potassium and sodium carbonates, mag- 
nesium carbonate (Dutch method), solution of ammonia or ammonium 
carbonate (German method), or weak solutio;as of potassium or sodium 
hydroxides. 

The treatment of the bean with the fixed alkalies' can readily be 
detected by the increase in the quantity and alkalinity of the ash. 
Treatment by the German method is more difficult to detect. 

The following are the results of the analyses of 4 cocoa powders 
examined by Stutzer (Zeitsch. angew. Chetn,, 1891, 368) for the pur- 
pose of determining the effect of the process of manufacture on the 
chemical constituents. A. was composed of 40% Ariba, 40% Machala, 
and 20% Bahia cocao, and was manufactured by Wittekop & Company 
without the use of chemicals. B. is a sample of a well-known cocoa 
manufactured in Holland with the addition of potassium hydroxide.* 
C. and D. are German cocoas, which, in Stutzer’s opinion, were prepared 
by the use of ammonia: 



A,% 

B.% 

c,% 

D.% 

Water 

4-30 

3.83 

6.56 

5-41 

Fibre ! 

Nitrogen-free extract ! 

3 36 
38.6a 

} 37.48 

39.99 

36.06 

Total nitrogenous substances' I 

30.84 

19-88 

30. 93 

19.25 

Pat 

*7.83 

30.51 

* 7-34 

33.8s 

Ash* 

5 . os 

8.30 

S.x8 

5.43 


100.00 

100.00 

100 00 

100.00 

* Nitragtnous substances. 





Containing total nitrogen 

Composed of: 

3 68 

3.30 

3-95 

3.57 

Theobromine 

1.9a 

1.73 

1.98 

X .80 

Ammonia 

0.06 

0.03 

0.46 

0.33 

Amino-compounds 

Digestible ubumen 

Indigestible nitrogenous substances 

» .43 

1.35 

0.3X 

X. 3 X 

10.35 

7.68 

XO.50 

7.8x 

7.18 

9.19 

7.68 

8.00 

Containing nitrogen 

I'S 

1.47 

x.a 3 

X .38 

Proportion of total nitrogen indigestible 

31 .30 

44-50 

31.30 

35.80 

*Ash. 

Containing: Total P1O5 

I .85 

a. 53 

a.X 4 

3.05 

PiOi soluble in water 

I .43 

0.50 

0.74 

0.77 

Ratio of total PsOi to soluble 

100:77 

X00.19 

xoo :34 

xoo:37 

Ash soluble in water 

3-76 

4.76 

3.83 

3.76 

Ratio of total ash to soluble 

100:74 

xoo:S 7 



ioo : s 4 

100:49 


* (Am. Ed.) In the United States the addition of alkali is permitted as long as there is 
no excess in the finished product. It would only seem possible to determine this by the use 
of indicators as deductions based upon the alkaunity ot the soluble ash would have to take 
into account, first, the alkalinity of the natural ash, which varies; second, the added alka< 
Unity due to alkali used to neutralise resins, etc. Litmus paper probably is the best indi- 
cator to use. 

> An analysis of the ash of Van Houten’s cocoa by Konig (in 1880) showed: Total ash 
7.84; KsO, 3.5a; CaO, o.a7; MgO, o. 8 x; PsOi, x.84. 
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E. G. Clayton {Chetn. News, 1902, 86, 51) has made analyses of 
different samples of cocoa essences, which consist of partially defatted 
and otherwise treated cocoas. A very complete investigation into the 
component parts of the ash obtained from them has been made. 

It is often desirable to ascertain the proportion of real cocoa in a 
mixture, but owing to the fact that a large quantity of the natural fat 
has been removed this becomes a matter of considerable difficulty. 

J. Bell (“Analysis and Adulteration of Foods”) has adopted the plan 
of stating the fat and non-fatty constituents separately, and the follow- 
ing analyses made by him represent the composition of certain com- 
mercial preparations of cocoa: 



F most 

Cocoa 

Flake 

Cocoa- Prepared 

Chocolat 


mbs 

extract 

cocoa 

tina i cocoa 

de Sant6 

Moisture 

9.60 

5 76 

5 49 

1-59 4.95 

1 .44 

Fat 

5 * 77 

' 99. so 

98.94 

93.98 I 94.94 

99.08 

Added sugar 

Nil 

! Nil : 

Nil 

Nil 1 93.03 

61 . 91 

Added starch 

Nil 

1 Nil i 

Nil 

Nil 19.19 

9.00 

Non-fatty cocoa (by dif- 

45.63 j 

64.74 

66.97 

79.50 j 97.89 

13.97 

ference). 1 



i 



Nitrogen * 

a. 95 

: 1 

3.06 

4.07 9.94 



’ “Chocolate-surrogate” or “suppen powder” will occasionally be 
met with, consisting of a small quantity of cocoa with cocoa waste, 
sugar, meal, spices and colouring matter in varying quantities. 

“Cocoa tea” of Germany and “miserablcs” of Ireland are inde- 
pendent articles of commerce and consist of cocoa husks only, the 
infusion of which in boiling water is drunk after the manner of tea. 

Chocolate, Milk Chocolate and Preparations of Chocolate. 

In its simplest form, commercial cocoa consists of the roasted and 
husked seeds (“nibs”) ground to a paste or semi-fluid, and run into 
moulds in the form of cakes. Flake chocolate is met with and is made 
by passing the decorticated seeds through a particular form of roller sets. 
Such cocoas are frequently termed “bitter chocolates” or “base.” 

The terms “focoa” and “cocoa-powder” have been applied to 
mixtures of real cocoa with sugar. Such a mixture, in order to avoid 
misconception and confusion, should be termed “chocolate.” 

“Chocolate” is defined by the Union of German Chocolate manu- 
facturers as a “ mixture of roasted and shelled cacao with sugar (cane 
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or beet-root) and an addition of cacao butter, vanilla, vanillin, cinna- 
mon, cloves and other spices or their essential oils ” 

The process of converting ** bitter” chocolate into what is known 
as chocolate” is of litde interest to the analyst, as it does not involve 
any change in chemical constituents of the ‘‘base,” the only changes 
being those of addition, while the actual process is purely mechanical.' 

The quantities of materials added to bitter chocolate or “base” 
depend upon the quality and nature of the resulting chocolate required. 

The following analyses by N. P. Booth {Analyst^ 1909, 34, 145) 
show a few of the variations that may occur; 


Conatituenta 

1 I 

I % 

34 ‘ 6 o 
46.00 
0.86 
1.45 
SO. 00 

II 

% 

III 

% 

IV 

% 

1 V 
% 

1 VI 

% 

Pat 

aa.io 

54.00 

0.99 
t . aa 
58. xo 

1 aS.io 
Sa.ao 
X. 14 
1.50 
58.30 

as .00 
48.00 

33.00 

56.00 

30.70 

44.00 



Mineral matter 

1.04 

I .ox 

X .96 

Cold water extract 

Moiature 

X .80 
xs .00 
Arrowroot 

1 10.00 

1 S.70 

1 

0.80 

8 00 
Wheat 

I a. 00 
10.00 

x.ao 

1 ao.oo 
Maixe 
8.30 
x6.6o 

Foreign atarch 

Nil 

Nil 

Nil 

Character of starch 

Fat'free cocoa matter 




Fibre (calculated on lat'free 
cocoa matter). 




1 




The first 3 columns are analyses of chocolates free from foreign fats 
and starches; the latter 3 are of chocolates containing foreign 
starches; while VI also shows a high ash due to the presence of added 
red ochre. 

Among other starches, wheat, barley, maize (cornflour), rice, sago, 
and arrowroot are frequently to be found added to chocolate: there are 
also many cacao-butter substitutes now on the market which from their 
cheapness or hardening qualities are much in demand. Methods of 
detection and analyses of these fats are fully described later. 

Besides sugar, saccharin is used as a sweetening agent, though only 
for diabetic chocolates, as it is expensive and does not give weight in 
proportion to its sweetening qualities. Chestnut, bean and acorn 
meal are variously added on occasions for flavour, and their presence 
can be detected under the microscope. 

VaniUa, vanillin, cloves, cinnamon, nutmeg and n^ce, cardamons 
and various essential oils are principally used for flavouring purposes. 

Salep, an amylaceous powder from the tubers of various kinds of 
orchids, is but little used now for its flavour. 

1 A. Jftcoutot C'PiocoUte and CoafAcUoneiy Manufacture”). P. Zii>perer (** Manufacture 
of Chocolate/' »d Bd.. 190a). Whymper ("Cocoa and C^MColate,” 
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Milk Chocolate, Nut Chocolate. 

The addition of milk in the powdered or condensed form to ordinary 
sweet chocolate has become extremely popular with every chocolate 
manufacturer, and is in much demand by the chocolate-caUng public 
for its smoothness and softness to the palate. Such an addition, 
however, considerably complicates the analysis by increasing the 
nitrogen, and introducing fresh varieties of sugar and fat. 

As no other reducing sugar is likely to be used in chocolate-making, 
the presence of milk may be inferred from the reducing power of the 
cold water extract, and after allowance has been made for the reducing 
power of the cold water extract of genuine cocoa can be estimated by 
this means. 

The analyses of milk chocolate given here arc by N. P. Booth 
{Analyst, 1909, 34, 145): 


Constituents 

I. % 

II. % 

III. % 

IV. % 

V. % 

VI. % 

Cocoa fat 

37.40 

31.60 

35.70 

33.40 

17.70 

St. 50 

Milk fat 

8..10 

3.00 

7 60 

8. 10 

5.70 

8.40 

MUk-augar 

. 1 11 . 10 

5 00 1 

10.40 

9.00 

7.50 

S.50 

Cane or beet sugar 

39 «o ; 

54.30 


43.70 


so. to 

Foreign itarch 

’ Nil i 

Nil 

Nil 1 

Nil 

Nil 

Nil 

Cocoa shell 

1 Nil 

Nil . 

Nil 1 

Nil 

Nil 

Nil 

‘Nitrogen 

■1 

0.76 

1 1.68 

X .a8 

1.30 

I.IO 


The first 3 are analyses of English, the latter 3 of Swiss and German 
milk chocolates. 

A further series of analyses of milk chocolate have been made by 
O. Laxa {Zeitsch. Naiir. Genussm,, 1904, 7, 471), a few of which are 
given below: 


Conatituenta 

Peter’s 

Peter's Cro- 

Suchard’s i 

Caillsr’s Cro- 

j Gala. % 

quettes, % ' 

! Milka, % 1 

quettes. % 

Moiature 

0.77 1 

1.79 

1.39 

9.96 

Total protein 

9.66 ! 

9.1s 

8.13 1 

10.94 

Pat 

..1 31.47 

31.91 

33 33 

31.13 

MUk-augar 

7-33 

7.43 

8.70 

7.84 

Cane or beet sugar 

..1 37.51 

' 39.43 

35.93 

33.68 

Aah 

1.87 

1 1.96 

1 1.8a I 

9.98 


In nut chocolate, ground hasel nuts or almonds, usually roasted, 
take the place of the milk solids in milk chocolate, and, beyond the 
necessary amount of sugar, the balance should be supplied by the 
product of the cocoa nib. 




696 


COCOA AND CHOCOLATE. 


Component Parts of Cacao Beans. 


Husk (12-18% of Whole Bean). — The shells or husks from the 
cacao bean are used for making cheap chocolates either per se or 
by addition to cocoa nibs. They have also found a use as cattle food.^ 
For this latter purpose many analyses or valuations have been made, 
of which the few following are selected from those most recently 
published: 


Constituents 

I.»% 

II.* % 

Water 

13 . S 7 

5.1a 

Pat 

3.30 i 

la .93 

Ash 

715 

6.9a 

Proteid 

14.69 

16.44 

Fibre 

» 6.33 

13. X 7 


IV,»% j V.»% VI.T% 


9. JO la.si 

3-6 383 4.33 

5.7 6.46 8.a6 to.ao 

ia.8 18.81 13-69 

13 os I3-8 s 16.71 


Fibre (12-18% of Husk). — The quantity of cellulose present in a 
cocoa is a guide to the extent to which husk has been included. Fincke 
{Zeilsch. Nahr. Genussm.y 1907, 13, 265) has published the following 
information: 


Constituents 

j Cocoa husks, % 

j Cocoa powder, % 

Crude fibre j 

30 at 

9.38 

Cellulose 

9 88 

1 3 57 

Lignin | 

9.0a 

1 0.34 


These figures arc, however, in excess of those usually found. 

The analyses made by Ludwig {Zeilsch. Nahr, Genussm.y 1906, 12, 
153) of known mixtures of husk and cocoa show to what extent the 
fibre (estimated by a modified Konig’s method) varies with the quantity 
of husk present. 

Six samples of cocoa powder gave 4.98 to 5.96% (average 5.60%) 
of crude fibre, calculated on fat-free material; th.e quantity of fat 
present in the samples was 25.05 to 27.92%, giving an average of 
»S-78%- 

1 (Am. Ed.) In the United States experiments have been made to utilise the shells but 
with remits that are not very encouraging. To the writer's personal knowled^ they have 
been tried for cattle feeding, but only smidl proportions are tolerated m the rations. They 
make an excellent dressing for the soil but they would not bringmuch^for this purpose m 
addition to hauling, etc. Shells are of value for extracting 'T>utchi la” cacao butter, 
however. 

• G. Paris {Ztitsch, Nahr. Cannssm , 1808, 5 , 389). 

*P. T. SchuU {Annual Rtp. on BxptrimankU Farms (Canada), 1898, tsx). 

• L (Chtm. Zontr., 1901, 3 , xsi?). 

• H. Luhrlg (Zaitsch. NaMr. C^nssm., 1905, 9, 163). 

• A. Smetham (J. Royal Lancs. Attic. Sac., 1909). 

{Untannch, Hbtr Cacao nnd dcsscn Praparatc, 55). 







COMPONENT PARTS OF CACAO BEANS. 697 

The sample of cocoa husk contained 3.08% fat and 14.47% crude 
fibre. 

A mixture of equal parts of the above-mentioned 6 cocoas was then 
made, to which varying proportions of husk were added. The follow- 
ing results were obtained : 


i^ocoa -t- nusK . 

Cocoa + 10% husk 
Cocoa + ao% husk. 
Cocoa + 40% husk. , 
Cocoa -f- 60% husk . 
Cocoa + 80% husk 


I Crude fibre found 


Crude fibre in fat'free 
powder calculated 


The fibre, which is present in the cacao husk and other fibrous 
tissues in intimate association with sugar compounds, such as pen- 
tosans, is capable of being estimated by determination of the quantity 
of the latter. 

Many chemists have given attention to the estimation of pentosans 
in cocoa during recent years and the following table compiled by R. 
Adam (7th internat, Cong. App. C//ewi. , VllI, C, 194) is a fair sample 
of the results obtained: 


IMois- F.it Starch Ash 9*”'^ 
lure I . : , lose 


I Sub- 

Iruljal j I’owdrr ; Dry sturico 
8 ul) wuh ! «ab- I with 10 

Rlancf I % fat ' suinecj % moii- 


Ariba 

Ariba, roasted 
Ariba, shells 
Port au Pnnee 
Port au Pnnee, 
roasted. 

Port au Prince, shells 
San Thorrrf 
San Thotn6. roasted 
San Thom^, shells . 
Ctu*acas . 

Caracas, roasted . . . 

Caracas, shells 

Bahia ' 

Bahia, roasted 

Bahia, shells 

Soconusco 

Soconusco, roasted. 
Soconusco, shells 


8 

27 4S >•! 

S 

«5 3 

88 

4. 48 

1 8 

52 so 07 

9 

10 ? 

89 

3 70 

! 7 

77^46 3 S 

5 

97 4 

>5 

5 »9 

J4 

7 j ■;t -87 

8 

40 5 

49 

4 3 » 

8 

oS 46 61 

5 

60 4 

JK 

4 45 

1 5 

71 so 20 

M 

27 ^ 

8V; 

4 33 

! 7 

7745 54 

$ 

484 

91 

6 i8 

. . 7 

48 49 24 

1 ’ 

85,3 

92; 

4 24 t 

A * 

96 42 - 10 

' 7 

Slit 


7.86 

. .1 3. 

71 50->9 

i 

6.jl 


3 93 


9548. 38^ 

; 8 

33 3 

.81< 

3 34 


00 so. 33 | 

. .1 . .I 

9 

58:3 

76; 

—l!- 

3 78 

•i * 

1 

43'44-4 


23 4 

oo| 

4.78 


7.781 7.1* 

I 

9.45I 8.70 

i 

I 

10 53 | 95 * 

9.96 8 . 3 * 


Average. 


*•53 


a. 47 
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Ash (7-16% of Husk). — The ash obtained by burning the husk 
has been the subject of much analysis^ and, though it depends largely 
upon the source of origin of the bean and the treatment to which it 
was there subjected, the following analysis of ash from a Trinidad 
sample gives a fair idea of the constituents (R. Bensemann, ReperL 
det analyt, ChemUy 1885, 5, 178): potassium oxide (K3O) 25.87; 
sodium oxide (Na, 0 ) 2.73; calcium oxide (CaO) 5.10; magnesium 
oxide (MgO) 5.21; ferric oxide (Fe,Oj) 0.34; aluminium oxide (Al,Oj) 
0.71; silica (SiOj) 2.42; phosphoric anhydride (P3O5) 4.70; sul- 
phuric anhydride (SO,) 3.40; chlorine (Cl) 1.02; carbonic anhydride 
(CO,) 16.29; water 2.26; oxygen (O equivalent to chlorine) 0.29. 

Duclaux {Bull. Soc. Chint., 1872, 33) found small quantities of 
copper in the ash after bUming cocoa. Galippe ( 7 . Pharm., Chim., 
1883 [v]f 7i 506) confirmed this later, finding quantities of this metal 
varying from o.oi to 0.03 grm. per kilo of cocoa. The greater part of 
the copper existed in the husk, and in some inferior chocolates as large 
a proportion as 0.12 grm. copper per kilo of cocoa was present. 

The other constituents of cocoa husk, namely, fat, cocoa-red, 
alkaloids, tannin and other astringents, are either of no importance 
to the analyst or will be considered under cocoa nibs, which contain 
them in greater quantity. 

Cocoa Ribs (82-88% of Whole Bean). — Cocoa nibs contam, in 
varying quantities, water, starch, protein matter, cocoa-red, theobro- 
mine, fat, grape and cane-sugar in small quantities, fibre, and mineral 
matter. 

Starch (4-13% of Nibs). — Cacao starch is one of the smallest 
kinds that appear in the vegetable kindgom. It usually consists of 
minute globular granules, generally separate but sometimes in aggrega- 
tions of 2 or 3 granules. In common with other starches it is gelatin- 
ised by boiling water and shows the blue colouration with iodine 
solution. 

Protein Matter (10-17% of Nibs). — The protein-matter is 
present in the bean mainly as globulin and is found in larger quantity 
in the unfermented than in the fermented bean. 

Forster’s {Hygimische Rundschau^ 1900, xo, 305) ^experiments on 
the digestibility of cocoa powder in the human stomach showed that 
80% of the nitrogenous substance was readily assimilated. 

LejQfman and Beam {Food AnalysUy 1901, *275-282) state that the 
nitrogenous constituents are of 3 kinds: 
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I. Non-proteins not precipitated by hydrated copper oxide (theo- 
bromine, caffeine and amino-compounds). 

2* Digestible albumens, insoluble in water in presence of hydrated 
copper oxide, but soluble when treated with acid gastric juice and 
alkaline pancreatic extract. 

3. Insoluble and indigestible nitrogenous matter. 



I. % ; 

n. % 

Ill, % 

Nitrogen as soluble compounds (alkatoidal) 

Nitrogen as digestible albumen 

Nitrogen as indigestible matter 

33 54 

33.33 

1 

a6.9S 1 

40 61 j 

3a-44 

— 

* 9-19 

9a.6i 

47 . »3 


Cocoa-red (3-5% of the Whole Bean). — Many investigators have 
assigned the peculiar aroma and flavour of the cacao bean to this 
constituent. 

The pigment is formed as the fresh colourless bean ages and dries 
(similar to oak and kola nut red) , and occurs during the decomposition 
of a glucoside cacaonirvy when theobromine, caffeine and dextrose are 
also produced. (C. Schweitzer, Pharm. Zeit.y 1898, 389). 

Hilger {Apoth. Zeit., 1892, 469) has closely followed the production 
.of cocoa- red during fermentation of the bean, and concludes that the 
cocoa-red isolated in the ordinary way is a mixture of pure non- 
nitrogenous cocoa-red and some glucoside. It can be isolated by 
treating the roasted beans with petroleum ether, to remove the fat and 
part of the free theobromine, then with water to extract the remainder 
of the theobromine, caffeine, sugar and salts, and finally with alcohol 
to extract the cocoa-red. After further purification, a substance 
termed ‘‘true cocoa-red is obtained, having a formula C,7H,,(OH) 

In this form it is closely akin to tannin, which it resembles by yielding 
formic acid, acetic acid and catechol by treatment with potassium or 
sodium hydroxide. 

A. W. Blyth (“Foods, Their Composition and Analysis,” 1909, 363- 
375) states that fat-free cocoa is only partially deprived of its cocoa-red 
by solvents, unless a mineral acid has been previously added. By 
adding a few eft. of hydrochloric acid and gently warming for a few 
seconds, the red colouring matter is dissolved with ease by amyl 
and ethyl alcohols. 

The cocoa-yed is insoluble in ether or petroleum ether, but slightly 
soluble in carbon disulphide. With the aid of sodium or potassium 
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hydroxide it is easily dissolved^ from which solutions it can be pre- 
cipitated by means of mineral acids. 

Cocoa-red is a sensitive reagent to acids and alkalies; mineral acids 
turn it red with violet fluorescence, alkalies usually strike a dirty green. 

The aqueous alkaline solution is bitter and astringent and forms a 
precipitate with salts of iron, copper and silver. 

Theobromine (o,9-3.o% of Nibs; o.4-2.o% of Husk) and 
Caffeine (0.05-0.36% of Whole Bean). — Both alkaloids are found in 
the unfermented and fermented beans, and the former is prepared 
commercially from the husks. 

Theobromine is a pure white powder, subliming at 220°. 

Theobromine and caffeine both give the murexide reaction when 
treated with chlorine water, forming amalic acid. This, rapidly 
dried down on a watch glass with the addition of a drop of ammonia, 
at the end of the operation produces a violet colouration which readily 
distinguishes theobromine and caffeine from other plant alkaloids 
which do not belong to the xanthine group. 

The following analyses by Wolfram {Zeitsch. anal. Chem.^ 18, 346) 
show the percentage of theobromine in nib and husk of various beans: 


Bean 

Bean, % 

Husk. % 

Caracas 


I 63 

X . II 

Bahia 


I 64 

0.71 

Domingo 


1.66 

0.56 

Guayaquil 


1 63 

0.97 

Puerto Cabelio 


1 .46 

o.Si 


P. Traganowski {Arch. Pharm.^ 1877 [m], lo, 32) found from 
1.2 to 4.6% of theobromine in cocoa and concluded that the pro- 
portion of alkaloid does not always bear a relation to the quality and 
value of the cocoa. 

The recorded values of theobromine are very variable and untrust- 
worthy, arising from the lack of any very accurate and reliable 
means of estimation, Leffman and Beam {Food Analysis^ 1901) give 
Weigmann^s figures as follows: ^ 

Bean. Husk. 

Theobromine, 1.26 0.50 

Caffeine, 0.17 0.15 

Gum (2% of Nibs). — The gum from cocoa is precipitated by ethyl 
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alcohol from an aqueous extract of the fat-free bean. It resembles 
gum arable but is dextrorotatory. 

Cocoa Fat or Butter (45-55% oi Nib, 4-5% of Husk) (Oleum 
TheobromatiSf British Pharmacopma) (see also Vol. 2, pages 71, 176). 
— Cocoa fat is a mixture of glycerides of fatty acids and contains in 
addition to stearin, palmitin and laurin, the glyceride of arachidic acid. 
It is solely extracted from cocoa beans and must not be confused with 
coconut fat from Cocos nucifera. To prevent this misunderstanding 
it is usually termed “cacao butter.” 

It is a yellowish fat of firm consistency, of a strong cocoa flavour 
and aroma; its fracture is partly granular. 

The degree of fermentation and roasting to which the beans have 
been subjected have important bearing on the proportion of fat that 
the bean will finally yield to solvents. The percentage of fat is inde- 
pendent of the locality whence the bean originated (Davies and 
McLellan, J. Soc. Chem. Ind.^ 1Q04, 23, 480). 


The following figures bearing on this subject are of importance: 



Unfer- 

mented 

1 Mildly ' 
1 fermented j 

Fully ^ 

fermented ' 

Highly 

fermented 

\>ry high 

1 roast 

Very low 
roait 

Fat, %. . . 

54 68 

56.73 

57. 35 

1 

58 -as 

1 54.0 

5*. 7 


The specific gravity of the fat is variously given. Hager gives the 
normal sp. gr. at 15° as 0.95 for fresh, and 0.945 for old butter, though 
later values for fresh butter arc given as 0.96-0.98. 

Butter extracted by solvents shows a higher sp. gr. than expressed 
butter; thus Rammsberger gives 0.85 for expressed butter and 0.99 
for extracted butter. At 100° Allen gives a value of 0.86. 

The melting-point is usually given at 33®, but figures varying 
from 28® to 36® are given by various investigators as the m. p. of 
cacao butter from diflferent sources and extracted by different means. 
Old butter has undoubtedly a higher m. p. than fresh. 

White and Braithwaite (Brit.andCol Druggist, 1897, 21) give the 
following m. p. 



M. p. 


3J.6-3J.9* 
S3. 0 - 33 . 3* 
3X.5-3».5; 
3J.»-33.6* 
33. 9-34. a 
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Generally it may be taken that the m. p. of genuine cacao butter 
should not fall below 33®, nor over 35°. 

Adulteration in cacao butter cannot be detected by the alteration 
in m. p. 

The iodine absorption of a large nUmber of samples of cacao 
butter from different sources has been determined by Filsinger (Zeitsch. 
anal. Chem.^ 1896, 35, 517) and found to range from 33.4 to 37.5; this 
is the average range for genuine cacao butter. 

Strohl {Zeitsch. anal. Chem., 1896, 35, 166) obtained a fat from 
Bahia beans giving an iodine value 41.7, but this may have been due 
to the beans having been over-roasted, or to the fat having been 
extracted by petroleum of high b. p. 

Shell butter has a higher iodine value of 39-40 (Filsinger). 

The saponification value^ or Koettstorfer’s number, amounts to 
193-303 (Filsinger) and usually to 194-195. Its determination may 
be useful in detecting an admixture of coconut fat. Many other 
determinations of this figure show similar values (Lewkowitsch, 
Weigmann, Wright, etc.). 

The Reichert-Meissl yalue expressing the potassium hydroxide 
value of the volatile fatty acids present is of value. It amounts to 
1.6 c.c. N potassium hydroxide, if the fat is extracted from pure cocoa; 
while fat from a milk chocolate requires 2.5 c.c. (Welmans). 

The refractive index taken on a Zeiss butyro-refractometer at 
40® C. is 46-48®, and corresponds to a refractive index of 1.4565- 
1.4580 (Strohl). 

The following table shows normal figures, of cacao butter compared 
with fats which are likely to be used as adulterants, estimated by the 
writer: 


Fat 

M. P. 

* M. P. of 
i fatty 
acids 

! 1 

Iodine 

value 

1 

! Saponifi- 
cation 
value 

Refractive index on 
Zeiss* butyro- 
refractometer 
at 40® 

Cacao butter 

Barth nut oil 

j 30-34. 5 * 

48-5 »• 

a 7 - 3 x® 

38-40® 

4 »- 43 ® 

43-46® 

84-35® 

3 - 4 ® 

34- 37.5 

93-101 

106-11 1 

43-49 

35- 37 
6-10 

193-303 

190- 197 

191- 197 

I 9 S-X 97 

193-J98 

350-370 

46-48 

55.0 

s8-6o 

45-48 

49 

\ 35 . S , 

Cotton-aeed oil 

1 3 *-33“ 

Oleomargarine 

Beef tallow 

Coconut fat 

Paraffin 

! 

1 aa-aS" 
j so-80* 






Lewkowitsch (/. Soc. Chem. Ind., 1899, 556) gives the following 
table of constants for cacao butter: 
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Sample 

M. P. 

M. P. of fatty 
acids 

Iodine value 

Saponifica. 
lion value 

Reichert- 

Meisid 

value 

0.38-0.94 

I. Sample to be 
tested. 

a6.6-a8.o** 

47.2-49.2“ ',34.27-36.99 

• [ 

19 * . 8-1945 

s. Cacao butter pre- 
pared in lab. from 
nibs. 

a 8 . 4 ‘‘ 


192.9 

0.50 

3. Genuine cacaobut- 
ter kept 10 yrs. 
in a sealed bottle. 

27. o'* 

48.. 0-48. 2 7 * 

36.9a 

19*. 0 

0.20 

4. Genuine English 
cocoa butter (fresh) 

28-33“ 

48.55-49- 

3 S-S 7 

j 

0.38 

5. English cocoa 
butter (another 
sample). 

28“ 

48 85-49.2“ 1 34.86 

j 

1 * 93 -* 

0.33 

6. Dutch sample ' a7.a-^3® , i 34.55 

cocoa butter (fresh) ; 

1 * 92.8 

0.83 


Sugar and Plant Acids 


Cane sugar about 

r.o% 

* 

Dextrose about 

1 - 5 % 

of Nibs 

Tartaric acid about 

3-o%J 



The presence of sugar in raw cacao beans was first pointed out by 
. Schweitzer {Pharm, Zeit.^ 1898, 390). The sugar is formed by the 
action of the cocoa ferment on the glucoside cacaonin during the opera- 
tion of fermenting and drying the beans. 

Malic and tartaric acids have been observed, but neither is of special 
interest to the technical chemist. 

Fibre* (2-6% of Nibs). — Cellulose, of which the greater part of 
the fibre consists, forms the chief constituent of the cell walls and 
vascular tissues. It is found in the bean with many impurities, such 
as cocoa-red, gum, mucilage, etc. 

Cocoa nibs, cocoa powders and chocolate should contain but little 
fibre, and where found in quantities exceeding 6% its presence indicates 
either intentional adulteration of the cocoa with husk or carelessness 
in the nibbing process, which should almost completely separate nib 
from husk. 

Mineral Matter or Ash (3-4% of Nibs).— A high ash content 
indicates adulteration with husk, or treatment of the bean with alkali 

* The «now«ace by the U. S. Dept of Acric. in ite publUbed “Standard” I* 3.5%- .The 

amount found in eweeteoed chocolate must be calculated to a fat- and augar-fiee baait 
a«d thence to the niba. 
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in the process of preparing so-called soluble” cocoas. It may also 
indicate addition of mineral colouring earths, such as red ochre. 

R. Bensemann {Rep. j. analyt. Chemiey 1885, 5, 178) has given a 
detailed analysis of the ash from burnt cocoa nibs; the figures following 
show the mean values obtained from 5 different varieties of beans: 

Potassium oxide (K, 0 ) 32.25; sodium oxide (NajO) 2.17; calcium 
oxide (CaO) 4.0; magnesium oxide (MgO) 16.14; ferric oxide (Fe^Oj) 
0.36; aluminium oxide (AljO,) 0.33; silica (SiO,) 0.19; phosphoric 
anhydride (PjOj) 31.56; sulphuric anhydride (SO3) 3.07; chlorine 
(Cl) 0.29; carbonic anhydride (CO3) 6.80; water 1.94. 

Copper has also been found in the ash obtained from the nibs (see 
under Husk Ash). 

Matthesand Rohdlich {Zeitsch. dffentl. Chem.y 1908, 14, 166) found 
the soluble silica in cacao beans to vary from 0.02-0.88%. The 
alkalinity of the ash will detect the presence of added alkali; thus 
Bordas {Ann. Falsif.^ 1910, 3, 61) finds an alkalinity of 2.40-3.05% 
KjO calculated on pure dry fat-free cocoa, while samples of soluble 
cocoa gave values equivalent to 4.82-6.41% K^O. 

The United States standards for cocoa, chocolate and preparations 
of the same are given in ‘‘Food Inspection Decision 136/’ United 
States Dept, of Agric., as follows: 

After consideration of the evidence submitted in regard to the 
meaning of the terms “chocolate” and “cocoa,” the Board of Food 
and Drug Inspection has reached the conclusion that the definitions 
laid down in the “Standards of Purity for Food Products,” adopted 
by the Committee on Food Standards, Association of Official Agri- 
cultural Chemists, and printed in Circular No. 19, Office of the 
Secretary of Agriculture, are substantially correct. By these defini- 
tions the names “chocolate,” “plain chocolate,” “bitter chocolate,” 
“chocolate liquor” and “bitter chocolate coating” are applied to 
the solid or plastic mass obtained by grinding cocoa nibs without 
the removal of fat or other constituents except the germ, containing 
not more than 3% of ash insoluble in water, 3.50% of crude fibre, 
and 9% of starch, and not less than 45% of cocoa fat. 

Sweet cocoa and sweetened cocoa are terms applied (o cocoa mixed 
with sugar (sucrose) and contain not more than 60% of sugar (sucrose), 
and in the sugar and fat-free residue no higher percentage of either ash, 
crude fibre, or starch than is found in the sugar and fat-free residue of 
chocolate. 
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Cocoa nibs, and cracked cocoa, are the roasted broken seeds of the 
cocoa tree freed from shell or husk. 

Milk chocolate and milk cocoa, in the opinion of the Board, should 
contain not less than 1 2% of milk solids, and the so-called nut chocolate 
should contain substantial quantities of nuts. 

If sugar is added, for example, to milk chocolate, it should be labeled 
‘‘sweet milk chocolate,** “sweet nut chocolate," etc. 

When cocoa is treated with an alkali or an alkaline salt, as in the 
so-called Dutch process, and the finished cocoa contains increased 
mineral matter as the result of this treatment, but no alkali as such is 
present, the label should bear a statement to the effect that the cocoa 
contains added mineral ingredients, stating the amounts. 

Cocoa and chocolate containing an appreciable amount of free 
alkali are adulterated. In the opinion of the Board, cocoa not treated 
with alkali is not soluble in the ordinary acceptance of the term. 
Cocoa before and after treatment with alkali shows essentially the 
same lack of solubility. To designate the alkali-treated cocoa as 
“soluble" cocoa is misleading and deceptive. 


Analysis. 

The object of the analysis of cocoas and chocolates from the point of 
view of the public analyst is the detection of adulteration, which may 
be practised by the addition of excess of husk, cacao butter substitutes, 
starch and foreign colouring matters. 

Microscopic Examination .--A preliminary examination of the 
sample »mder the microscope will reveal the presence of any added 
starch, when both the nature and origin of the starch* and iU apprord- 
mate proportion may be determined. 

The microscope wiU further aid the detection of excess of husk, 
which can be recognized by the presence of characteristic spiral vcsstls 
and numerous hyaline masses of mucilage which are tinged pink when 
treated with ruthenium red and ro% lead acetate solution. 

The direct estimation of moisture, mineral matter, soluble ash, 
silica, fat, fibre, cold water extract, total nitrogen, added starch (if 
found under thf microscope), and added sugM will be required to be 
n ii'd* in samples of cocoa, chocolate, and their preparations. 

• (Am. Ed.) Wth th« 
wiUi fonixn itKchj. iu^- 
tbw foreign etarchee wow 
apparently eeem anectecL 

VOL. VI — 45 
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The methods of conducting these analyses are simple and require 
little detailed explanation* It is essential, however, for the analyst to 
have availiable a number of reliable analyses made by other observers 
for purposes of comparison, and it is for this reason that so many 
examples have been included. 

llethods of Analysis. — ^The methods of analysis given here are 
capable of being applied, where necessary, to the raw and roasted 
bean, husk, nibs, cocoa-powders, -extract, etc., chocolate and prep- 
arations. 

Moisture. — The presence of much moisture is objectionable in bean 
or cocoa-powders, and is impossible in chocolate properly manufactured. 

a grm. of the material are weighed out and maintained at 100° in a 
water oven till no further loss of weight occurs. The difference repre- 
sents moisture. (See also Vol. i, page 64.) 

Ash. — The deliberate addition of mineral matter to cocoa and its 
preparations is rarely practised. Occasionally red ochre is met with 
in chocolate of poor quality, and the preparation of soluble^' cocoa 
by the Dutch method causes a higher ash figure, due to the presence 
of fixed alkalies. 

In the absence of adulterants, the ash figure is of value as an indi- 
cation of the amount of cocoa matter present; this has already been 
discussed. 

The 2 grm. of material from the estimation of moisture are charred 
at the lowest possible temperature and burnt until free of carbon; if 
a carbon-free ash cannot be obtained in this way it is advisable to 
exhaust the charred mass with water, filter, bum the filter-paper and 
contents strongly till a white ash is obtained, add the filtrate to the ash 
and evaporate to dryness; the whole is then heated to a dull redness 
and weighed. (See also Vol. 1, page 72.) 

Soluble Ash.— The ratio of ash soluble in water to the total ash is 
of importance as confirming the presence of red ochre or other insol- 
uble mineral matter. If the weight of soluble ash is more than half 
that of the total ash, the addition of husk or alkali may be suspected 
(K. Famsteiner, Zeitsch, Nahr, Getmssm.^ 190S, 16, 625). 

The total ash is boiled with water, the solution filtered through an 
i^-free filter-paper, and the deposit washed with hot water until the 
filtrate equals 60 c.c. The filter-paper and contents, and the filtrate, 
are separately placed in platinum dishes; the former after drying, the 
latter after evaporation, are then ignited and weighed. 
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Silic€0ii8 Mftttcf or Ash Insolublo in Acid* — As figure cal- 

culated as percentage of the ash is considerably higher in the husk 
the nib of cocoa, the estimation may often be valuable. 

The ash obtained from 2 grm. of material is boiled with 25 c.c. of 
10% hydrochloric acid for 5 minutes; the insoluble matter is collected 
in a Gooch crucible, washed well with hot water, ignited and weighed. 

Alkalinity of Ash.— K. Famsteiner (Zeitsch. Nahr. Genussm., 
1908, 16, 625) has stated that a cocoa, having an alkaline reaction 
and yielding an ash from 20 grm., requiring more than 15 c.c. of normal 
acid for its neutralisation, must be considered as having been treated 
with either potassium or sodium carbonate. An analysis of the ash 
will show which salt is present, as ordinary cocoa ash contains but 
little sodium salt. 

If the alkalinity of the total ash exceeds 15 c.c. of normal add and 
the insoluble ash is more than 60% of the total ash, magnesium carbon- 
ate has been added. 

The simplest method of estimating alkalinity is to treat the entire 
ash with excess of N/10 hydrochloric acid and titrate the excess of 
hydrochloric acid with N/10 sodium hydroxide solution, using methyl 
orange as indicator. The alkalinity is best expressed as the number 
of c.c. ol.N/io acid required to neutralise the ash from i grm. of 
sample. 

Cold Water Extract. — This figure is remarkably constant in the 
case of the cocoa nib (about 24% of fat-free cocoa), and usually ranges 
from 40% to 70% in chocolate. In the latter case the cold water extract 
represents not only the cold water extract of the cocoa, but also the sugar. 

2 grm. of the material are placed in a 100 c.c. fiask and shaken 
with 50 or 60 c.c. of water, made up to 100 c.c., and left standing 
overnight. 25 c.c. are then filtered off, evaporated, dried and weighed. 

It has been found more rapid and accurate to work on fat-free 
material. 

Total nitrogen. — Estimations of total nitrogen by the ordinarj 
Kjeldahl method or by combustion with soda lime, give satisfactory 
results. In the cocoa nib it varies from 1.5 to 2.5%, and in unadul- 
terated samples of chocolate the cocoa b the only nitrogen-containing 
constituent. (Sec also Vol. i, p. 59.) 

Fibre. — The estimation of fibre is of considerable value as a means 
of determining the proportion of husk. In cocoa free from hude It 
will usually amount to 2 or 3%, but will exceed thb limit in propor* 
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tiott to the amount of husk present. Konig’s method and its modifi- 
cations have been found to be most satisfactoiy, and the following 
from the Official and Provisional Methods of Analysis, Association of 
Official Agricultural Chemists**^ gives good results: 

2 grm. of dry material are treated with ether (or the residue from 
the estimation of the fat by ether extraction may be used). 

The residue is placed in a 500 c.c. flask, to which 200 c.c. of boiling, 
1.25% sulphuric acid, is added; the flask is converted into a reflux 
condenser and the boiling continued for 30 minutes. Air should be 
bubbled through the flask if frothing occurs. 

The liquid is filtered and the residue, after thoroughly washing free 
from acid, is rinsed back into the clean flask and boiled for 30 minutes 
with 200 c.c. of 1.25% sodium hydroxide solution. The residue is 
filtered off and washed successively with hot water, alcohol and ether. 
It is then dried and weighed. 

The dry residue is ignited and weighed, and the loss regarded as 
crude fibre. 

Another method depending upon the estimation of furfural, a 
decomposition product of pentose and other sugars, with which the 
fibre is intimately connected, has been used with success by Hehner 
and Sketchley,* Adan® and others. It was suggested by Tollens in 
conjunction with Gunther and de Chalmont, and has been shown to 
have an efliciency of from 99.1% to ioi.i% in a number of experiments 
carried out by Adan. 

3 to 4 grm. of the sample are placed in a Wurtz flask of 250 c.c. 
capacity, with 100 c.c. of dilute hydrochloric acid of 1.06 sp. gr. 
(equivalent to 12% HCl). The contents are then distilled until 30 c.c. 
have passed over, when 30 c.c. of dilute acid are let into the flask to 
take the place of that portion which has distilled over. This process 
is continued until about 300 c.c. of distillate have been collected. As 
the distillation proceeds, the furfural can be detected by allowing a 
drop of the distillate to fall on a filter paper, which is then tested with 
a drop of dilute aniline acetate solution, containing a small proportion 
of sodium acetate. When a pink colouration is no longer produced, 
the distillation is stopped. 

The distillate is made up to 400 c.c. with dilute hydrochloric add 
(sp. gr. 1.06). 


^ U. 5. D 9 pt, cf A trieuttmt, Burton ofChtmistry, Oct., 19Q7. Butt, No. 107. 
* 0 . HehiMrAod N, P. Sketchley, Ancuyst, 1899, 34, 178. 
*B,.A^ua,Butt,Soc,Chim.Btlt„oi,aix, 
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The solution is then slowly neutralised with dry and finely powdered 
sodium carbonate and then faintly acidified with aceUc add. 10 c.c. 
or more if required of an aceUc acid solution of phenylhydrazine (13 
drops of phenylhydraane to 7.5 c.c. of strong acetic acid) is added and 
the solution constantly stirred. 

The volume is then increased to 500 c.c. with constant stirring for 
half an hour. The precipitate is collected on an asbestos filter, washed 
thoroughly and quickly with water and dried in a current of warm air 
(50® to 60® C.) under slightly reduced pressure. 

The weight of precipitate multiplied by 0.516 will give the approxi- 
mate weight of precipitated or distilled furfural. 

An error of about 0.25% may occur if the amount of furfural remain- 
ing in the solution and washings has not been included. 

The figures for furfural multiplied by 1.88 will give the equivalent 
of pentosan and is a measure of the amount of husk present in the cocoa 
preparation. 

Theobromine, Caffeine. — There are a large number of different 
methods advised for the estimation of theobromine and caffeine; the 
majority of processes are untrustworthy, especially those which rely 
upon the sublimation of theobromine. 

The most systematic results have been obtained by employing the 
methods described by W. E. Kunze {Zeitsch. anal. Ckemicy 1894, 33, 
i) and J. Dekker (Rec. Trav. Chim.^ 1903, 22, 143-1 52). 

Kunze’s Method. — 10 grm. of cocoa are boiled for ao minutes with 
150 c.c. of 5% sulphuric acid. The solution is filtered and all the 
soluble matter is washed out of the residue with boiling water. 

The warm extract is precipitated with excess of phospho-molybdic 
acid, and after 24 hours the precipitate is collected and washed with 
about I litre of 5% sulphuric acid. The filter containing the moist 
precipitate is transferred to a large dish and treated with excess of 
cold barium hydroxide, after which carbon dioxide is passed through 
in order to precipitate the barium. 

The whole is then dried on a water-bath and extracted with boiling 
chloroform. 

The chloroform is distilled off from the clear filtered extract, when 
a perfectly white deposit, of the two alkaloids, is left, containing 
only a trace of ash. 

The white residue is weighed, dissolved in ammonia and heated to 
boiling. 
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Excess of silver nitrate is then added (11.3 parts of silver to i part 
of theobromine) and the boiling continued until no further ammonia 
escapes and the liquid is reduced to a few c.c. 

An insoluble substitution product of theobromine, C7H7N40,Ag, 
is obtained, while the cafeine remains uncombined in solution. The 
insoluble precipitate is filtered off, washed and weighed. 

The silver is estimated in the dried theobromine-silver compound 
by ignition or by dissolving in nitric acid and precipitating as chloride, 
by which means the quantity of theobromine, in combination and 
originally present, can be readily determined. 

Dekker*8 Method. — This process, which has greater brevity in its 
favour, is capable of giving very accurate results. 

10 grm. of powdered cocoa are heated with 5 grm. of magnesium 
oxide and 300 c.c. of water in a refiux apparatus for i hour. 

After filtering and draining on a pump, the residue is again boiled 
with water for 15 minutes and drained. The solutions are evaporated 
to dryness, the resulting residue being then triturated with fine sand 
and boiled with 100 c.c. of chloroform. The clear filtered chloroform 
solution is evaporated to dryness and the white residue, consisting of 
theobromine and caffeine, weighed. 

If it is desired to estimate the two alkaloids separately, the dried 
residue is treated with 50 c.c. of benzene for 24 hours, which extracts 
the caffeine. The solution is evaporated to 25 c.c. and filtered; the 
residue on the filter, consisting of theobromine, is dried and weighed. 

Cocoa-red. — The direct estimation of cocoa-red is attended with 
some difficulty, and is seldom necessary. The following method, 
approved by Blyth {Foods, 1909, 368), has a fair degree of accuracy: 

From a to 3 grm. of the fat-free cocoa are made into a paste with 
hydrochloric acid ; the acid paste placed in a Soxhlet tube is exhausted 
with 100 c.c. of absolute alcohol, kept at the b. p. and to which 
sufficient silver oxide has been added to fix the hydrochloric 
acid. 

The alcoholic liquid is cooled, filtered and then precipitated by an 
alcoholic solution of lead acetate. The purple-black precipitate 
obtained is collected on a filter, well washed with boiling water, and 
transferred to a small flask. Some 70% alcohol is added, and the 
lead salt decomposed by sulphuretted hydrogen. 

On getting rid of the hydrogen sulphide, filtering and evaporating 
to dryness, the red colouring matter is obtained in a solid form. By 
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repetition of the process, purification may be effected and the weight 
of true cocoa-red ascertained. 

A solution of cocoa-red obtained in this way gives a diffuse band in 
the green, allowing the red, blue and most of the yellow rays to be 
transmitted. 

The solution in alcohol is capable of being estimated on colour!- 
metric principles, but low results are obtained. 

Another method of determining cocoa-red and the products of its 
decomposition has been suggested by Zipperer, but as it entails the 
use of large quantities of absolute alcohol it is too expensive for ordi- 
nary employment. 

Starch. — The estimation of starch in cocoa nibs may be made by 
any of the recognised methods, the nature and origin of any foreign 
starch that may be present in cocoas or chocolates being detected by 
the microscope. 

As already mentioned, the percentage of natural starch in cocoa is 
small, variable and of little importance, though the estimation of total 
starch may be useful where the presence of added starch has already 
been noticed. 

The methods of analysis in which the starch is converted into, sugars, 
capable of direct estimation, by the agency of diastase, dilute mineral 
adds, etc., will be found satisfactory, after the cocoa material has been 
freed from fat, sugar and matters soluble in weak alcohol. (Sec Vol. 
I, page 420.) 

An excellent general method proposed by Dragcndorff b as follows: 

a to 3 grm. of the dry fat-free material arc heated with 3$ to 
30 c.c. of a 5% alcoholic potassium hydroxide solution, for ao hours 
on a water-bath; the solution b filtered hot through a weighed ash-free 
filter-paper. 

The residue on the filter b washed first with hot absolute, then with 
cold ordinary alcohol, and lastly with water; it is then dried and 
weighed. The loss in weight corresponds to protein matters, sugar» 
and soluble salts. 

The filter and its contents are cut into fine pieces with scissors, and 
boiled with 5% hydrochloric add, until the solution no longer glvea 
a blue indication with iodine. The liquid b then filtered through a 

weighed filter, the residue washed, dried and weighed. The difference 

between the weights of Nos. i and 2 gives very nearly the quantity of 
starch. 
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This value may be checked by estimating the dextrose in the filtrate 
from No. 2, with Fehling’s solution. 

Dubois'^ Method for Cocoa Preparations in the Absence of Sugar , — 

2 grm. of the sample are transferred to a 500 c.c. Erlenmeyer flask, to 
which are added 20 c.c. of water and 12 c.c. of strong sulphuric add. 
The latter is cautiously added with slow rotation of the flask. The mix- 
ture is heated over a low flame with constant rotation until the colour 
changes from brown to reddish-black. The time required for this 
change has been found to be approximately i 1/4 minutes, so that all 
samples should be treated for this time. 

30 c.c. of water are then added, the mixture heated to boiling and 
boiled for i $ seconds. A little cold water is poured in, the flask quickly 
cooled and the add nearly neutralised with a saturated solution of 
potassium hydroxide. 

The solution is then again cooled and transferred to a 250 c.c. flask, 
completing the volume with cold water. 50 c.c. of the filtrate are used 
or the determination of copper-redudng substance as dextrose (100 
mgrm. dextrose® 0.2538 grm. copper oxide =*0.2027 grm. of copper).* 
For Cocoa Preparations Containing Sugar and Soluble CarbohydraUs,— 
4 grm. of the sample are shaken with petroleum ether until the whole 
of the fat has been removed. 

After filtration and a further washing with ether, 100 c.c. of water 
are added to the contents of the flask and the residue on the filter- 
paper washed back into the flask. The flask is thoroughly shaken and 
the contents filtered through a filter-paper. After 3 or 4 washings 
with water, and after the whole of the sugar has been removed, the 
filtrate is made up to 500 c.c. and may be used for sugar estimation, 
while the residue is washed into an Erlenmeyer flask and treated as 
described in Dubois^ method for estimation of the starch. 

Dubois by employing these methods obtained 10.77% to 13.05% of 
starch in cacao nibs, 11.38% to 13.64% in bitter chocolate and 7.4% 
to 8.5% in sweet chocolate. In later experiments the same author 
obtained 16.3% to 19.8% of starch in cocoas and 10.4% to 18.2% in 
bitter chocolates. 

Welmans* has estimated the quantity of commerciaT dextrin added 
to chocolate. The dextrin is detected by treating the cacao prepara- 
tion after extraction of fat, with water. 


» W. L. Dubob, U. S. Dept, of Acric.. t»oi. Butt. xji. 
• Brown, Morrb and Millar, Traiw., 1897. 7*» *8** 

«P. Welmana, M. dfftnL Chim., % 478. 
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The solution is filtered and to 10 c.c. of the filtrate 40 c.c. of 90% 
alcohol added, when, if dextrin is present, an immediate turbidity is 
produced. The dextrin may be quantitatively precipitated by lead 
acetate in the presence of ammonia. (See also Vol. 2, page 420, etc.) 

Sugar. — The quantity of sugar present in cocoa nibs is small and 
unimportant. In chocolate it is very necessary, however, to estimate 
the amount of added cane-sugar, and in milk chocolate it may also 
be required to estimate lactose. 

The average cupric reducing power of cocoa nibs expressed as CuO 
is foimd to be about 5 per 100 parts by weight of dry and fat-free cocoa 
matter. As lactose, in milk chocolates, is likely to be the only reducing 
sugar present, its estimation may be made by finding the cupric reduc- 
ing power of the sample under examination, and allowing for the 
reducing power of the cold water extract of the nib. 

The following process for estimating sucrose and lactose (Dubois* 
method, J. Amer. Chem. Soc.^ 1907, 29, 556) is advised by the 
Association of Official Agricultural Chemists, U. S. A.: 

13 grm. of sample are extracted with petroleum ether to remove 
the fat. 

The residue is shaken with 100 c.c. of water for 10 minutes; $ c.c. 
of basic lead acetate solution is added, the precipitate filtered off and 
excess of lead removed. 

25 c.c. of this solution are allowed to stand overnight, then 
examined polarimetrically. Multiply the readings obtained by 2(-=a). 
50 c.c. of the solution are inverted by the method mentioned later, and 
after cooling and nearly neutralising with sodium hydroxide solution, 
is made up to 100 c.c. This solution, after being brought to the tem- 
perature at which the direct readings were made, is examined in the 
polarimeter, and the readings multiplied by 4( =6). The same solution 
is also examined at 86® in a water- jacketed tube; the readings are 
multiplied by 4 ( = c) • 

The approximate weights of sucrose and lactose present in the 13 
grm. of sample are calculated by the following formula: 

• , (a-6) 1.05X13 

grm. of sucrose - 

® 142.66- ^ 

cX 1.264X1.11X1.05X13 ^ 1^1 $2 c 


grm. of lactose 


100 


100 
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(The lead acetate solution is prepared by boiling 430 grm. of normal 
lead acetate, 130 grm. of lead oxide and 1,000 c.c. of water together 
for 30 minutes. The mixture is allowed to cool and settle, and the 
supernatant liquor diluted with freshly boiled water to a sp. gr. of 1.25.) 

The factor 1.364 in the estimation of lactose is the allowance made 
for difference in normal weights of sucrose and lactose. 

. ...64) 

\ 26.00 / 

From the total amount of sugar found by the above methods obtain 
the value x, the volume correction for solutions containing varying 
amounts of sugar, from the following table: 


2 grm. of sugar in sample 101.2 


4 

(< 

tt u 

tt 

102.5 

6 

tt 

tt tt tt 

it 

103.6 

8 

tt 

tt it tt 

it 

x^ 104.8 

10 

It 

tt tt tt 

tt 

x^ 106.05 

IS 

it 

tt it it 

tt 

JC— 109.40 

20 

tt 

tt it tt 

tt 

112.40 


Then the 

^ Ca-b) 1.0$ X 

Percentage of sucrose — p 

142.66 — -y 

Percentage of lactose — 1.473 x 

In the estimation of the percentage of sucrose, the factor 1.05 is the 
allowance made for the dilution due to the addition of 5 c.c. of basic 
lead acetate solution* 

The method recommended for the inversion of the sugar solution is 
as follows: 

To 50 C.C. of the clarified solution free from lead, add $ c-c. of 38.8% 
hydro^loric acid and set aside for 24 hours at 20^; if the temperature 
is above 25®, set aside for 10 hours. 

The official method for estimation of sugar in chocolate, according to 
the German decree of May 31, 1891, is as follows: 

13.024 grm. of chocolate are dampened with alcohol, then warmed for 
15 minutes with 30 c.c. of water on the water-bath; while still hot it is 
poured on to a wet filter, the residue being again treated with hot 
water until the filtrate nearly equals 100 c.c. The filtrate is mixed 
with 5 C.C. of basic lead acetate solution, allowed to stand for 15 minutely 
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then clarified with alum and a little alumina, made up to a definite 
volume (no c.c.) and examined in the polarimeter. (See also Vol. i, 
pages 338, 365.) 

Fat. — Cacao butter is readily soluble in ether and petroleum ether, 
and its estimation is made by exhausting a finely powdered weighed 
portion in a Soxhlet tube with cither solvent: 5 grm. is a convenient 
quantity of sample to take for this determination. 

Cocoa nibs contain 45 to 55% of fat; cocoa-powder should contain 
at least 20%, and sweet chocolate from 25 to 30% of fat. 

Besides the mere estimation of quantity, the quality of the fat present 
in chocolate is of great importance, as paraffin wax, beeswax, tallow, 
Illip^ fat, and others, are used from time to time for their hardening 
properties, coconut fat, arachis nut, cotton-seed, sesame, and other 
vegetable oils being used for cheapening purposes. 

Determinations of the saponification and iodine values and refrac- 
tive index of the extracted fat (see Vol. 2, pages 3-89) are essential 
for the detection of foreign fats. 

In the absence of cacao butter substitutes containing glycerides of 
volatile fatty acids, the Reichert- Meissl process will give the amount 
of milk fat present in milk chocolates with reasonable accuracy. 

Saponification Value. — The presence of coconut fat will cause 
an increase, parafl&n wax and beeswax a decrease in this value. The 
saponification of cacao butter is fairly constant, varying i or a 
units on either side of 193.0. 

2 or 3 grm. of the extracted fat are accurately weighed in a flask; 
about 25 c.c. of approximately iV/a alcoholic potassium hydrox- 
ide added, and the whole is heated on a water-bath under a reflux con- 
denser until complete solution has taken place. 

The unneutralised alkali is titrated with iV/2 hydrochloric acid, 
using phenolphthalein as indicator. 

The standardisation of the N/i alcoholic potassium hydroxide ii 
preferably effected by heating 25 c.c. on the water-bath under a reflux 
condenser, side by side with the fat examined and subsequently titrating. 

The difference between the amounts of acid required corresponda 
to the amount -of alkali required for the saponification, which is ex- 
pressed in milligrams, for i grm. of fat, thus: 

/C - “ X 56,100. 

w 
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Where K ■■ saponification value, n « c.c. of normal potassium 
hydroxide solution, and weight of fat taken; 56.1 is the molecular 
equiualent of potassium hydroxide. 

Iodine Value' — Hubl’s Method. — A low iodine value will point 
to the presence of coconut fat; a decrease will also be followed by the 
addition of beeswax. The iodine value of cacao butter is about 35. 

50 grm. of iodine are dissolved in i litre of alcohol, and 60 grm. of 
mercuric chloride in another. 

I grm. of cacao butter is weighed out and dissolved in 10 c.c. of 
pure chloroform, and to the solution 30 or 40 c.c. of a solution con- 
taining equal volumes of the iodine and mercuric chloride solutions 
are added. 

The mixture is allowed to stand for several hours in the dark or over- 
night, when after the addition of 10 or 15 c.c. of a 10% solution of 
potassium iodide with about 150 c.c. of water, the excess of iodine 
is titrated with a solution of sodium thiosulphate (about 24 grm. 
per litre) previously standardised on pure resublimed iodine or potas- 
sium dichromate, a little starch paste being used as indicator. 

The iodine value is expressed in grm. of iodine absorbed by 100 grm. 
of fat. 

Precautions. — The iodine and mercuric chloride solutions musf 
not be mixed many hours previous to the estimation, and a blank must 
be conducted side by side with the actual experiment. 

The chloroform used should be free from iodine absorbing impurities. 

Reichert-Meissl Value. — This value is about 0.5 for pure cacao 
butter; a large increase on this in a fat extracted from plain sweet 
chocolate shows the probable addition of coconut fat. In a milk 
chocolate an increase will be noticed, due to the presence of milk fat. 

5 grm. of fat are saponified by 2 grm. of stick potassium hydroxide 
and $0 c.c. of 70% alcohol, by heating together on the water-bath. 

The evaporated alcoholic soap is dissolved in 100 c.c. of water and 
acidified with 40 c.c. of io% sulphuric acid solution, no c.c. are 
slowly distilled off, of which 100 c.c. are filtered through a dry filter 
and titrated; the N/io alkali consumed is increased by i/io to 
allow for the 10 c.c. not used. 

Coconut fat requires about 7.0 c.c. of N/10 alkali; arachis or 
earth nut oil, about 0.5 c.c.; milk fat, 20-30 c.c. 

1 (Am. Bd.) The Hanue solution is so npidly gaining in favour in the United States 
that many laboratories only use the Habl solution in special c as e s . This is true of the 
writer’s Isiboratory. 
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Bjdrklund’s E^er Test.-The ether test, which in a modified form, 
constitutes the British Pharmacopoeia test of purity, consists in shaking 
a quantity of the fat (3 grm.) in a test-tube with twice its weight of 
ether at 18® C. Pure cacao butter produces a clear solution, while the 
presence of wax will at once cause turbidity, which will not clear even 
on warming. 

If a clear solution is obtained, the test-tube is immersed in water at 
o® C., and the minutes which elapse before turbidity occurs noted. 

Bjdrklund made the following observations: 


1 

Turbidity at 0“ 
after minutes 

Clear solution at 

Pure cacao butter 1 

10-15 

j ig-ao* 

Cacao butter +5% beef tallow 1 

8 

aa® 

Cacao butter 4 - 10% beef tallow j 

7 

as® 


It has been observed also that the form of the crystals in the chilled 
ethereal solution is a useful indication of the addition of tallow, pure 
cacoa butter crystallising in well-defined shapes at the bottom and sides 
of the tube, while a small percentage of tallow renders the solution 
cloudy and flocculent. 

Refractive Index on Zeiss But3rro-refractometer.—The deter- 
ihination of the refractive index of a fat has long been known as a use- 
ful indication for the state of purity. 

The instrument in general use is the Zeiss butyro- ref lactometer 
which from its handiness and for general utility is most to be recom- 
mended. When the Abb^ refractometer only is available readings can 
be calculated to the butyro-scale (see Leach, Food Inspection and 
Analysis^ and elsewhere). 

There are a few oils, however, such as Tung oil and the rosin oils, 
which fall without the scale (5 to 105® on the butyrometer) and for 
these the Abb^ refractometer or the oleorefractometer of Amagat and 
Jean may be used. 

The instrument, which consists of an Abb^ double prism capable of 
being heated by a current of hot water and a permanently attached 
telescope, the objective of which is adjusted by a micrometer screw, 
does not need further description, the method of working being one of 
greatest simiplidty. (See Vol. i, page 22.) 

Some figures of the value for the detection of adulteration of cacao 
butter obtained by the writer are given: 
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Readings on Zein botyxo- 
refractometer at 40* C. 


46 -47 

35 -36 

48.5-49.0 

47.0 

38 -39 
ss -56 , 

4s -45 (usually 44.5) 
54.3 

SI* 

46.0 

46.0 

46.* 

50.0 


B«ef t&ilw 


Palm kernel oil. 

Barth nut oil. 

Butter 

Haxel nut oil » • • > 

Almond oil ! . . . 

Pat from Caillitfr’s milk chocolate 

Pat from Nettle's milk chocolate 

Pat from Peter's *nilV chocolate 

Pat from “ Nuttie" (Po^ Prean's nut chocolate) 



In the table below will be found physical and chemical constants for 
cacao butter, and for those fats and oils with which it is likely to be 
adulterated. There are also included in the same table, constants for 
those fats and oils which may be found in conjunction with cocao 
butter in the fat extracted by a solvent from commercial chocolates 
other than plain, such as milk and nut chocolates, etc. 

The determination of the constants, the values of which can be 
explained by the composition of the fat under examination, affords an 
indication of the nature of the adulterant. Thus, a high iodine value 
suggests the presence of certain foreign vegetable oils, such as sesame, 
arachis or almond. A low saponification value will suggest beeswax 
or paraffin wax. A high saponification value will suggest coconut oil 
or palm kernel oil stearins. A low iodine value will be found if 
coconut oil or stearin has been substituted for cacao butter. 

In general the vegetable oils increase the iodine absorption value 
and lower the m. p. of the insoluble fatty acids obtained from the 
mixed fats. 

Cacao butter may show a high add value if the fat has been extracted 
from shells (Dutch Ila butter) or unduly exposed to the oxidising 
influence of air and light. The add value given by Matthes and 
Rohdlich^ for cacao butter is i.i to 1.95. 

There have been many researches upon the detection of cacao 
butter substitutes in chocolate. Coconut fat or stearin, after a great 
part of the olein has been removed, is espedally valuable as a cacao 
butter substitute. Wauters’ suggests the following method for the 
detection of coconut fat in cacao butter: 

iMatthet ukI RobdUch, Btr., 1908. 

*W9nt«n, Amtlyts, tgos, xsS. *93. 
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5 grm» of the extracted fat (if from chocolate) is saponified and the 
soap dissolved in 150 c.c. of boiling water; 50 c.c. of 5% sulphuric add 
solution are then added and the whole distilled so that 100 c.c. pass 
over in 30 to 35 minutes. After the first distillation, another 100 c.c. 
of water are added and the distillation repeated. The two distillates 
are separately filtered and 50 c.c. of each filtrate titrated against a iV/io 
solution of sodium hydroxide. The filters are washed with 50 c.c. of 
ethyl alcohol and the washings mixed with 50 c.c. of the filtrate and 
again titrated. 

By this method, which is really an extension of that for estimation 
of Reichert-Meissl value, Wauters obtained the following results, the 
figures being expressed as c.c. of N/io sodium hydroxide solution 
required for neutralisation: 



Soluble volatile acids 

1 Insoluble volatile acids 

1 

First 

Second 

Total 

First 

Second 

Total 

Coconut oil 

7.1 

4*3 

11.4 

7.8s 

7.55 

15.4 

Cacao butter 

0. t 

0.0 

0. 1 

o.as 

0.15 

0.4 


Sachs^ has examined many exotic vegetable fats which have been 
used as substitutes for cacao butter. Dika or Gaboon fat, Tankawang 
fat or Borneo tallow and Illip^ fat have been examined by this author, 
who gives also the constants he obtained for them. 

The same author has examined the stearin obtained from coconut 
and palm nut fats. He suggests the admixture of 75% coconut 
stearin with 25% Japan wax for a good cacao butter substitute. This 
mixture gives the following constants: m. p. 34® to 35.5®, iodine value 
7.8, saponification value 237, Reichert-Meissl value 5.5. 

Other mixtures recommended by Sachs are 2/3 palm nut stearin 
with 1/3 coconut stearin, and 40% Tankawang fat with 60% coconut 
stearin. 

The decisions of the recent congresses at Geneva, 1908, Paris, 1909, 
and Berne, 1911, have all been in the direction of suppressing the 
addition of foreign fats to chocolate and in certain coimtries other legal 
standards for cocoa and chocolate maintain. ^ 

English chocolate manufacturers, however, have not yet committed 
themselves to legal standardisation of their goods and it is imdoubtedly 


lO. S«ch«, Anahut, 1908, xts. 
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true that many articles appear on the home market as cocoa and 
chocolate that would not be permitted in other countries such as the 
United States, Germany, Switzerland, Belgium, Roumania, etc. 

In the Times of June 10, 1910, two cases of adulteration of cocoa 
powder were quoted; in the one, a powder containing 60% hudt was 
being sold as cocoa and though it was explained that the presence of 
so large a quantity was undesirable and unnecessary, the case was 
■ adjourned for further investigation. The second case, dealing with 
the sale of cocoa containing 20% of husk was dismissed. 
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pharmacology of, 28^ 

root and its preparations, 279 

bases, consdtution and characters 

of the, 256 
Aconitine, 2^6, 258 

derivanves of, 262 

— salts of, 260 
Acridine, 126 

Alkabid^ isolation and purification of, 
171, 177 

with acids, reaction of the, 202 

properties of the, 183 

— — classification of the, 206 
Amines, physical properties of, 12 
■ - ■ separation of, Hoffman’s method, 5 

Amines, detecdcm and separation of, 4 

separation of Delepine’s method, 7 

Aminonaptholdisulphonlc acids, 127 
Aminonaptbolsulphonic adds, 126 
Aminonapthols, 125 
Aminophenacedn, X04 
Aminophenols, 97 

Ammonia, estimation of pyridine in. 
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~ .1 — separation and estimation of the 
three methylamines from, x8 
Analgen, 159 
Aniline, 53 

salts of, 59 

oils, 74 

Anhydro-bases, 545 

e<;gonine, 339 

Antifebrin, X03 

Antipyxine, 36 

Apo^eine, 395 

Aposnorphine, 387 

--~hycirochloride, x88 

Aieca or betel-niit alkaloids, so8 

Atecaidine, 2xx 

Arecaine, axo 

Aieoofine, ao8 

Afgentol, x6o 

Atrogl^yo^l txopeinc, 302 


AtUlne, 277 

Atrolactyl tropelne, 30a 
Atropaoaine, 291, 298 
Atropine, 294 

and its allies, toxioological detec- 
tion of, 309 
Atrosdnc, 300 
Azoimide, 27 

Bellaz>onna plaster, 3x5 

root, 3XX 

Belladonnine, 291, 299 
Benzanilide, 87 
Benzidine, xo8 
Benzovl-pseudotiopine, 341 
Benzyl-naphthylainine, tx6 
Berbwine, 563 
Berberine, 551 

salts of, 559 

Bikhaconitine, 256, 271 
Brom-aoetanilide, 96 
Brudne, 464 

analytical reactions of, 465 

— — ' toxicology of, 466 
Butylhypnal, 46 

Cacx)A, 685 

analyses of ’’nibs” and husks, 68 

butter, 7x5 

Caffeine. 579, 

isolation and estimation of, 606 

salts of, ^88 

Caffetannic add, 64< 

estimatUm of, 657 

Canadine, 574 
Caper tea, 638 
Chico^, 674 
Chocolate, 66 $ 

Cinchona baan, amorphous, $43 

table of, 499 

general propertlea of, 503 

barks, 479 

oompositioa of, 481 

assay of, 486 

bases sepaiatkm of, 490 

alkaloids, separation ^ 49a 

titration of, 496 

docbonamine, 547 
Cincbonidne, 544 
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Cbchonldinc, 537 
Cinchonine, 540 

sulphate, 54a 

hydrochloride, 542 

Cinchonine, 522 
Cinchonidine, 522 
Cinnamyl-cocaine, 339 
Coca, amorphous bases of, 34* 

assay of fluidextract of, 344 

leaves, 344 

alkaloid from Java, 348 

Cocaic acid, 341 
Cocaine, 321 

bases allied to, 338 

qualitative testa for, 322 

salts of, 326 

crude, 328 

.in the presence of the eucaines, 

testa for, 334 

decomposition-products of, 336 

Cocamine, 340 
Cocatannic add, 344 
Coccthyline, homococaine, 339 
Cocoa-red, 699 

powder, 

and chocolate, 685 

Codamine, 396 

Codeine, 356, 390 ... . 

detection and estimation of, 39a 

Coffee, 642 

roasting of, 648 

analysis of, 651 

adulterations of, 663 

extracts, 678 

Collidine, 144 
Columbamine, 575 
Columbic acid, 577 
Columbln, 576 
Conhydrine, 214 
Coniceines, 215 
Coniine, 2x1 
Conquinamine, 537 
Cryptopine, 396 
Cumidmes, 73 
Cupreine, 522, ^ 

Curare, alkaloids of, 474 
Curarine, 47^ 

Curine, 47$ 

Datoka, 3x9 
Dextro-cocame, 338 
Diaminophenols, 105 

Diaminonaphthalcnedisulphomc acids, 

124 

Diaminooaphthalencsulphonlc aad, 124 
Diaphtherin, x6o 
Diethylaniline, 95 
Diethylnaphthylamine, 1x6 


Dimethylaminc, 14 
Dimethylnaphthvlamines, iio 
Dimethyl-phenviene, X07 " 
Dimethylpyridmes, 143 
Dinapathylamine, xi6 
Diphenylamine, 95 
Diethylaniline, 89 
Diuretin, 594 

Dragendorff’s reaction, 190 

EcGONiNE, 337 
Ethylamine, X9 
Ethylnaphthylamines, 114 
Ethylpyridine, X44 
Ethylnydrazine, 29 
Exalgin, 103 

Formyl-phenetidine, X04 

Gnoscopine, 397 
Griserin, 160 
Guarana, 683 
Guvacine, 21 x 

Hemlock and its preparations, assay of, 

22 X 

Heroin, 389 
Homatropine, 303 
Homodnchqnidine, 54® 

Homoquinine, 549 
Homoaricoline, 210 
Hydrastine, 564 
Hydrastinine, 572 
Hydrazone, 34 
Hydrazine, 23 
Hydroacridine, 164 
Hydrodnehonidine, 540 
Hydrodnehonine, 542 
Hydrocotamine, 397 
Hydroquinine, 533 
Hydroquinicine, 534 
Hyoscyamine, 297 
Hyosane, 299 

Hyoscyamine (amorphous), 300 
Hyoscyamine, 29X 
Hyosemo, sgx 
Hyoscyamus, 3x6 

Indaconttine, 256 

Insectiddes and germiddea from to- 
bacco, 250 

Isatropic add, 293 , 

Japaconitine, 266 
jateorrhizine, 575 
Jesaconitine, 256, 273 

Kairine, 159 
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Kola, 680 
KolatKin, 683 

Lanthopini:, 398 
Lapaconitine, 277 
Laudaninc, 39S 
Laudanidme, 398 
Laadanosinc, 3 ^^» 399 
Laudanum, 4^9 
Lie tea, 639 
Loritin, 159 
Ldbeline, 323 
Lupine alkaloids, 225 
Lycaconinc, 274 
Lycaconidne, 274 

Mandpagorinb, 300 
Manne’s reagent, 190 
Mate, Paraguay tea, 641 
Mayer’s reagent, 19 * 

Mcconidine, 399 
Meconic acid, 41 1 
Meconin, 410 
Meconoisin, 4^1 
Metcloidine, 291, 301 . « 

Methylaniline-nitrosamine, 09 
Me?^^enyl-naphthylamine, 116 

Methacetin, 104 

Methylaminc, 12 
MethylacctamUde, 8b 
* Methyl-phenacetin, 104 
Methylpyrroles, 149 
Methylaniline, 88 
Methyl-coniine, 210 
Monannnes, 2, 10 
Morphine, 374 . - ^ 

basic association of, 395 

salts of, 376 

dctecdon of, 37? , « 

quantitative esUmation of, 303 

Myoctonine, 375 

SSr(n^su{p^omc.dds.x« 

Naphthylaminesulphonic aads, 7 

of, 134 

Narceine, 360, 3^ 

Nam>tiDe, 400 

meoonate, 40* 

Narcotine, 357 . 400. 409 

Md toUcco, poisoning by, 241 
Nitxaniles, 62 


Nux vomica, 467 
preparations of, 47 * 

Opionin, 4^* 

Opium, 407 . r 

bases, constitution of, 355 

and morphine, toxicology of, 434 

bases, general characters of, 3O1 

— with solvents, behaviour of. 


es^madon and separadon of, 
37 ® 

- colour reactions of, 3^ 


acdons of solvents on, 4x4 

estimation of morphine m, 4*7 

the sampling of, 4*8 

- — • extract of, 4*9 

Orcxin, 161 
Osazones, 35 
Oxyacanthyne, 361 

Palmatine, 576 
Palmadsinc, 279 
Papaverine, 359* 4®3 

ParanUiSimeAyUmUne, 90 
Paregoric, 4*9 
Piperidine, 14* 

Phenaccdns, 99 . 

Phenylnaphthylamine, 1x5 
Phenylenediamines, 105 
Phenylhydrazides, 32 
Phcnylpyrazoloncs, 3b 
Phenylmelhane, 87 
Pitunne, 229 
PicoUnw, 14* „ , . , 

Pomegranate-alkaloids, 23® 

Protopinc, 4®4 

Pscudoconhydrine, 215 
Pseudaconiunc, 256, 270 
Pseudocode’me, 395 

Pseudohyoscyaminc, 298 
PscudobyoBcywnine, 291 

Pseudomorpnine, 357. 4®4 
Pscudotropme, 294 
Pyraconine, 365 
Pyraconidne, 365 
Pyramidone, 47 

Pyr^lines, 35 
pyridine, 131 , . 

bases, isolation of, 13® 

PyridinecarboxyUc adds, i 45 
Pyrro, 148 

g AMlNX, 536 
axoline, xoo 
ic add, 483 
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— «nd estimation pi, 510 

salts d, 5x4 

sulphate, 5^5 

tincture of, $33 

Quinoline« zsx 
Quinosol, z6o 
Quinovic add, 482 

Rs¥ijiA barks, alkaloids of, 546 
Renalgen, 45 
Rohoeadine, 405 

SALtPY&n*nE, 4S 
Scopolamine, 291 
Sco^lia, 320 
Sa^Kdine, 294 

Septentiionaline, 277 
Spigeline, 235 
Stramonium seeds, 319 
Strychnine, 441 
— - salts of, 443 

analytiodreactions of, 444 

todcoloc^ of, 455 

preparations of, 459 

597 , ^ ^ 

analysis of, 00a 


le, test for, $22 
ie»535 


Tea, aduitefatioos of, 629 
Tetndkylammonium hases» 89 

Thalline, 157 
Thebaine, 40$ 

^Theobroma cacao, My 

‘ Theobromine, 591, 68 a, 

Theophyline, 595 
Thennifugen, 159 
Tobacco, 237 
Toluidines, 63 
Toluylcnediamlnes, 107 
Tolynaphthylamines, 11$ 

Tolypyrine, 47 
Triaminophenol, 105 
Trimethylamine, 14 
Triphcnylamine, 97 
Tritopine, 406 
Tropeines, artificial, 301 

detection and estimation of, 303 

Tropine, 293 
Tropic adds, 292 
Tubocurarine, 476 
Tussol, 46 

^Veosxablx alkaloids, the, 167 ^ 
Volatile bases of vegetable ortgin, 207 

Xanthaune, 406 
Xanthine, 580 
Xylidines, 71 









